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(54) Title: METHOD FOR ASSAY ON THE EFFECT OF VASCULARIZATION INHIBITOR 

(54) she jt**f*E**«(Da***S"r**a 

(57) Abstract: Disclosed is a method for prediction of the effect of a vascularization inhibitor. The anti-tumor effect of a vascular- 
ization inhibitor can be predicted by evaluating the EGF-dependence property of the inhibitor with respect to the proliferation and/or 
survival of a tumor cell and using the evaluated EGF-dependence property as a measure. The anti-tumor effect of a vascularization 
inhibitor correlates with the EGF-dependency property of the inhibitor with respect to the proliferation and/or survival of a tumor 
cell. Therefore, a vascularization inhibitor can exert an excellent anti-tumor effect by using it in combination with a substance having 
an EGF inhibitory effect. 



00 

IT) 



(57) mats-. **wi±» jii*tf£E«*K©a*jii**a-r**StSiittu ^^mm^m.(D^.mm^mt. mm 

t-t&Zklz&V^m-t&ZkrfX'P&o JftL*«r£lfig'ftJt®Jnaa*fcAf±, ■««lll&a>JiJtfcJ:tf/*fc 
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m n m 

5 mm ftW 

^mm'fe, itw%i±v3.wfan. w*.t£. sk^fH&mmmmm^- (vascular 

Endothelial Growth Factor (SIT. fVEGFj ) Pl^Stt 

*m-r%mm. mr, rvEGF mmmwi tm-r^>m^h^) (D^^m-t 

10 *B0Jfi. VEGF Wir^^ — ifP&ft^ff £ EGF PlS^^i" 5 

(kit, tegf p£#^jcj t^-r^m^h.^) t^i^tt^sg 
mm.mm^xn^^ htehm^<Dftm^mz.mi-z>h<Dx&% 0 

15 . ^^nm^m^x^mm^umm^-t, ^mmn\t\^xmmxh^>^t^ 

vegf lz.ttTZ^nttfcM : ft\X$>Z)'</<>'^7 f i-z s ^^^(dfcv^-c, ^JUS 

25 -r^fc^^. ^i$\z.mmx-foz> cscm6) 0 nu-^t-o^-ctem^ ifc#<co 

M9t&t£$ : thX\^Z> (X^k7) o Jrffclft^^ Dynamic Contrast-Enhanced 
Magnetic Resonance Imaging (DCE-MRI),' Positron Emission Tomograpy (PET), 
Interstitial Fluid Pressure, serum VEGF tj: i£ (D^o^ii^^tlX^^ , ^X 

^ dce-mri f*. jk^m±mw&n<v^W: : &m'£:-tz>jj : mb Ltfs&tfc5 t § 
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ttoofc£ (X%k8) 0 

VEGF HL*fiH4*^ri-S'toJf EGF Pfi^fiHtSrWi^ Wt£ Srffl.^^*? 

-a•r v c^(D^^^^$tLTv^^ (jtitt4, 9-1 l) o La>Cfcase>, A 

: 

1. iK^MIO 2/3 2 8 7 2f/^7Vs' h 

2. 0 0 4/0 8 0 4 .6 2f^>7Uy b 

3. I^iil 2 0 0 5 / 0 6 3 7 1 3 7 1/ y h 
15 4- IMI2 0 0 2/0 4 1 8 8 2f/^7l/y h 

5. Bevacizumab plus irinotecan, f luorouracil, and leucovorin for 
metastatic colorectal cancer, New England Journal of Medicine. 2004, 350, 
2335-2342. 

6. Inhibition of vascular endothelial growth factor (VEGF) signaling in 
20 cancer causes loss of endothelial fenestrations, regression of tumor 

vessels, and appearance of basement membrane ghosts. American Journal 
of Pathology. , 2004, 165, 35-52. 

7. Direct evidence that the VEGF-specif ic antibody bevacizumab has 
antivascular effects in human rectal cancer, Nature Medicine, 2004, 10, 

25 145-147. 

8. Dynamic contrast-enhanced magnetic resonance imaging as a biomarker 
for the pharmacological response of PTK787/ZK 222584, an inhibitor of 
the vascular endothelial growth factor receptor tyrosine kinases, in 
patients with advanced colorectal cancer and liver metastases: results 
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from two phase I studies., Journal of Clinical Oncology., 2003, 21, 
3955-3964. 

9. The Antitumor and Antiangiogenic Activity of Vascular Endothelial 
Growth Factor Receptor Inhibition Is Potentiated by ErbBl Blockade, 

5 . Clinical Cancer Research. 2005, 11, 4521-4532. 

10. Effects of combination anti-vascular endothelial growth factor 
receptor and ant i -epidermal growth factor receptor therapies on the 
growth of gastric cancer in a nude mouse model, European Journal of Cancer. 
2002, 38, 1133-1140. 

10 11. Blockade of Vascular Endothelial Growth Factor Receptor and Epidermal 
Growth Factor Receptor Signaling for Therapy of Metastatic Human 
Pancreatic Cancer, Cancer Research. 2002, 62, 1996-2003. 

7 / -7-7 b^ci/- 6 -^7 y VfDtfiWMvh 

±Bii%Mm7- (Epidermal Growth Factor ({^Tv TEGFj bfo-$~Z>Wf& 

25 t^fflbfco 

£ r>%^m\Z.\±^ 15 »t hmMJfeWJ&T&U^'f^ (in vivo) fi*5»t5 
4- (3-^nn — 4 — (^ c» fcVWT 5 / ^/l^^/V) 75 77x7^ 
v0 - 7 -y h^iX- 6 -^y y ^^7/k^drf-^ K^fcfclB&g&mSrWI^ 
3»*©»$fcJ;9. -LIS 15 «{fi©fc hSM^^ft^Stt 3 tfc. ^MS'I* 4 
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5 . ^eu-c, #*eiiat!ic»j:*5tt'5 egf w?;/^— p5§m**3 <t w <z) y ^mt<DU 

Jgb&'ffljkW^tetfZ> 4 - (3 — ^ Ei 13-4- (^Ui/P^T?/*/^ 

n/i/) T^yyxy^i/) - 7 h^>- 6 v ^^/^^^ vizm 

ffi3S5JBBJia^*3it5 EGF ix-fe^^— co^^S*3 J: t^/^ fetter y ^mit^M 
15 -4- (i/^ n /a t°;W7 5 / 7^/7i;^» 

^#{-Mi-5 EGF^#'l4^MU itSt*3«tU { /*fctt^t-M"f"5 EGF#:# 

20 t 2r Ji,tB l>c„ 

#^*|-r«» EGF Mtt^StS-i^b, JkWff^PJ-^^W^v EGF 

^Lt, 4- (3-^nt3-4- (i/^ n^n t>7 $ / ^7/^-^) 7^ 
25 7 7xydr-» -7-* b =*r 6 - V >i3^^ ^ TO, EGF P£#^ 
ft^5 4- (3-xf^7x-^7^;) -6, 7-tf^. 
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mmimm^m m& x xi/^tM^m^n-r^ egf ^^nm-r z is t . 
wffizntc egf mfc&zmm t lt, mm^skW^r±mmm^Mvxm 

^^^(C*dV^-C, EGF ^^tt^ffFffifi, TGF-a, HB-EGF, EGF N Epiregulin, 
EGF l/ir:/^ — frbteZ>m>t>miR£tiZ>'Pte< 1 t>— ocD^S&f^IKitT 
10 5-<b^-?£. fe5VMi v EGF — ©y ^^^M^^Ii^T 5 ^ t 

&X%Z> 0 EGF l/ir^^— <D y >-^ffc?>i!J^te: v M;LJ3\ ^^X^>-^cr^h 

^mm <d jj-m k & v ^ -c t & 3 ^frM k k± m k. & vegf t-ir -? $ 
~-*-r~nmw%oWxfoz> 0 vegf i/t^f- *~r— ^wm^'M.^m^UT^^ 

15 "To 

( I ) = 
R 4 

' I 

A ~X" Y ^|f N ^R 5 (I) 
O 

[it (I) Af*. 5£ 

R12 R 13 

20 OCT. R'lt ^-v^v^-v 3 vMif^SlrtL'-cv^iiv^ 
- s o 2 NR 6 -xm^n^>&. ^-nr 6 s o 2 --e*^tt5S, S-NR 6 C 

25 TK^J©^-, Sm^^Wb-CV^-Ct iV^C^gT^^r/^^TtfiSm^^rWb-C 
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J;v^C3_ 8 ^D7;^^^S, Bi&^Sr^L-CV^'b £v^c 6 _ 10 T y 

io oNV all v a12 (st*. v all «. tK^^. sm*^*"U-cv^-ct> iv^c x 

fimS£r^TbT^Tt iV^C 6 _ 10 711 — g^S£W LTV^T t> 
J^5~ 1 0 I^T n 7 y -/H^ t (if ^S^t L t V t i ^ 3 ~ 1 0 1 

SSr^TLTV^-Ct iv^C 2 _ 6 T/^^^/^, g^fiSr^T LTV^ t> £V^C 3 _ 8 
• ^Mij/^/H, g^3rWUTV^t>i^c 6 _ 10 T y — A-*. g^Sr^T 
LT^t^)j:V^5~l Ol^fn7!)-;H, g^X^^b-cv^T^ iv^3~ 
20 l oliffi^fnM, tK^S, g^S^^brv^-ctj j;V>C 1 _ 6 7/l' 

/vS, fM^tttv>ttiv^C 3 _ 8 ^^D7;V'^S, g&^&^TLTV^ 

■fb<tv^c 6 . 10 7y-/n, g^x^^ru-cv^xt j;v^5~ i oi^fD7y 
— a-S. g^£r^LTv^t>i:v^3~ 1 o i^^f ^o^ss^fcrag 
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15 



R 13 tt, TkSHR^, flilfe3£Sr^rbTV^rt>«J:v^C 1 _ 6 T/w^ai*fcH:fli 
£^C 2 _ 5 T/W3r — ;VS, g^S^^fr LTV^t t> <£ C 3 _ 8 o7^^/H, 
/V jJ? ^ v'/i/g ^ f c tegikS Sr.^T L T V > T t> £ V ^ C 2 _ 7 T/V =» ^ # /i> # —/l^S 



R 8 ^ 




w 2 



w 1 



R 

1 

N 



R 




W 2 



w 1 



N 

1 ^ 
R 





R' 



20 (5£*K R 3 ^. TK.Sli^^. g*&^£#LTV^T&J:^C 1 _ 6 T/l'3r/V'^ g 
7^;I, glfe3£&#LTV^Tfc«J:V>C x _ 6 T/l'=¥/l'£. fiifc&Sr^L 
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^^#^^/i^£fcte^-coNV dl v d2 v dl 4oJ;t>*v d2 «: % 

R 4 fi, 7kiiJJjH\ «*3£Sr^Tb-CV^'r i ba:V^C 1 _ 6 T^/V'3Es B&^Sr^b 

flfeilrf LTV^t)iV^C 3 ._ 8 v'^n7;^;^ ffi&S^ bTV^ 
*> «t V > C 2 _ 7 T /V £ * fc it B ife^ & # b T V > T & «t V ^ C 2 _ 7 T JV =2 df- # ;v 

15 ; 

-CV^tfcJ:v^C 2 _ 6 7^7-^/H,ftll:f ttv^Tt)J:V>C 2 _ 6 7^^ 
& t*SSr'tLTV^tt)J;'V^C3_8'>^n7;i'^i'S, g^S^bTV^T 

^«tv^c 6 _ 10 r y — g^s^b-cv^t. j^5~i oi^TPry- 

mm* 

25 ^S:tS|/Tt5wtiS-Ct5, 

(1) N- (4-7 ? cr^-2-7/U^-n 7rc^/k) -6-p< h^rv / -7- [2- ( 1 H- 

l, 2,. 3-Mi7/-;wi->f/k) xh^v/] ^t/yy-4-7^y, 

(2) N- (4-7'o ; e-2-7;l'tD7x^) -6-^ hdr->-7- [ ( 1 
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(3) 3- [ (2, 4-^^7 c /H: 0 t3.-;W5-^;V) y^W>-] KU/ 

' (4) (Z) -3- [ (2, 4-v ? y^vW-5- , 2— Kn/f^K 

^-3--f JJf^^f/^) - 1 H- tf n —/V- 3 — f />) -y"n fc 0 ^r=^jy ^ 7i/>7 
5 . h\ 

(5) 5- (5-7;vtn-2-^y-i; K^-f ^K-^-3-^!)f> 
y^V^) -2, 4r^f^l H-fc°n— /U- 3 -TJ/Wtf^ y v ? Tl/y K (2 

(6) N, N-v^^vI^y 3 - { 5, 6, 7, 1 3-f h7t Kn-9- [ (1 
10 -^f/Wx h^vO ^^/k]-5-^-dry-l 2H-^yf/ (2, 1 -a) t°on (3, 

4-c) 7J7W^y— ;V- i 2-y/W :7*p fcVl^^TVK 

(7) 3- (4-7n^-2, 6 -v ? 7/^C3-^^v ? /^=3r>') -5- [3- (4- 

tfu y -y^-i-y^-y^AO wy K] -y yf7/- /v-4-^/v^^-->v y 

15 . (8) N- {2-^no-4- [ (6, 7-v^ h y-4 -^tV V —M 
■7^.=. /U) -N' -7'ntVi/^U7 N 

(9) 1- (4-^nD7=!J;) -4- ( 4 - fc° y v?A-y ^vlO -7^7^^ 

(10) N-' { 2-y n n-4- [ (6, 7 -v* ^ b=¥^-4-=¥y y /P) y-^y] 7 
^^/V} -N' - (5-yf/W3-^ y^ft/y^) ^7, 

20 (1 1) 4- [ (4-7/Wtn-2-^f/H y K— /V- 5 ->f AO itf-^rS'] -6-y 
hdriz-7- [3- (t'B y v^-l — f/W) :/n'aK3fV] 

(1 2) 6- [2- (y ^Vl^/W^y /1-) 7xx;l/^^7 7-^] -3-E- [2 

- ( tr y 2 — r ao j^^/v] y^y— 

(13) 5- ( (Z) - (5-7>W^-n-2-^-^y-l, 2 - t H n - 3 H--Y y K 1 — 

25 /i'- 3 -y y x y) y ^-ao -n- ( ( 2 s) - 2 - 1 kp ^ >- 3 -^e/u^ y 4 -y 

.^7n fcVP) - 2 , 4 — y y ^VV'- 1 H- 1° cr 3 -77 A'tfdf-iJ- 5: K> 

(14) 3- ( (=¥/ y y-4— tvv-y ^ao 7^ y) -n- (4- ( h y yAoa-uy 

(15) 6- (2, 6-^on7s^) -8-^f^-2-7i=^75y-8H-. 
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fc° V K [ 2 , 3 - d ] fc° y ^ 7 

(16) 2-((l, 6-v?t v'y-S-f/Mf/V) 7^/) 

-N- (3- (h!)7/^o^f^) 7^=A-) -3-t°y v 5 ^-^/^^-^^ h\ 
(1 7) 4--U- (4-^nn-7x^7^/) -7u[2, 3-d] t°y ^v 5 ^- 



( 1 8) N- (3-M) 7/1^13 7 *f-;v-4~!r p n 7ai=/l7) -N' - (4- (2-7^ 



(19) 4-7^/-5-7;^n-3- (6 - (4-7 f/V-t^yv'y- 1 /^) - 

(20) 4- (4- (1-T^ /-l-7fvl'-=^/» -7^=^) -2- (4- (2- 

^e/i^/jN y ^-4--y^-^^-^) -y a^^jvT ^ / ) -t°y 5: v^-s-^a^j^ h y 

(2 1) [6- [4 - [(4 -^^/l-t: 0 ^^^^- 1 --T/V-) 7 ^vW] 7 ^ = A] 
15 -7H-t°nn [2, 3 - d ] fc° y ^ Z? V- 4 — 'i tV\ - ((R) -l-7oi— 
^^VV) 7? > % 

(2 2) 9- (1 —*?-jyx. h^-» >f;k-12- (3-t 'Fo^v'7'nt: 0 
/V) -6H, 7H, 1 3H-^fyfy [2, 1 -a] fern [3, 4-c] #/W^y 
5 — 7r>\ 

20 (2 3) N- (2, 4—^7^^-13 7 01=.^) — N* - {4 — [ (6, 7 —7 7 h 

(2 4) N- [4- ( 3 - 7 5 / - 1 H-^ yfY^- 4 - ^^) 7i=;V] 
— N' - (2 — 7/I^p — 5 — 7 f;V7i=/l') 7^7, 
(2 5) 2 -7^V^- 6 - [2 - ( 1 -7^— 1H--T * 2 — f AO 

25 -^=7 [3, 2-b] fc o y-77-7 — f/vx-^v] --<y/ [b] ^^7^ 

TVs' K ^W5'K, 
(2 6) (R) -1- (4- (4 -7/1^13 -2 -7 ^A— 1H — f ^ K*~ A— 5 
— r/Vor^vO -5-^f/Hfno [1, 2-f] [1, 2, 4] h y 7-77- 
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(2 7) (S) - ((R) -1- (4- (4 -y;Virxx- 2 1H — f ^ K 
. — >V- 5 /l^^vO - 5 -^fvUftati [1, 2 - f ] [ 1 , 2, 4] hi) 

(2 8) 3 — [(4 -^-^^ y ^-4 -^;v-7x^7$ 7) - 
5 .1, 3-i?fcKP>f>'K-/P-2-ty 

(29) 5 - [[4 - [(2, 3 -v^^vl"- 2H--T l/^S— /V- 6 — f/U) 7 

(3 0) (3Z) -3 - [6- (2-^e/l^U V— 4 — f/I^ h*is) * S V >~ 
10 2 (1H) ->f U f -1, 3-i?t KP-2H-^yK-/V-2-t>' 

(3 1) 2- ((2- ((4- (4- (4- (t e r t -T^A-) T—V.S) 7 
^y^rZy) -6-^ h^ri/-7-dr/y^) ^r^cis) zcf-jv) 75/) ~1~ 

&mx<Dxm-^^xtt^b?j:%^m±mwyom*. Mtii ^vegf u-t 

-7Z—*Kfo, £tVEGF#C#:, FGF V-fc^.*— dF"? ifPJL*^®, PDGF Hr?"* — 

if Ri-S^jf. EGF U^y^ — ^r-r—^mm^W^FGF U^t^^— fctft\ 
20 fetPDGF Ixir^ 5 ^— fct^, £tEGF Wir^— #Cffc x jTLFGFjjCft:, fet PDGF ^t#:*3 

WT© (1) ~ (4) (Ddr>y h^##t-r§ 0 
25 (1) #LTGF-a #C HB-EGF #C EGF }jLft\ trt Epiregulin taft:, £t 

(2) EGF Wr:?* — ^fc{*:*5j:t5/*fcW:S:y ^Skffc EGF Wi?:/^— 
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(3) TGF-a itfc^, HB-EGF3H5^\ EGF jftfe^K Epiregulin 3t4£^*3 «fc Tfi 

^mvo-v&z rna <D'p/z< t ■h—nK^mmmmm^wj ^. ? u**?- k& 

5 . (4) EGF — W&^<Dlfc^W&i-?1hZ> RNA <D'P?£< t h~ 

3. VEGF W^^^ — ifP£»W<t'EGFP£#^^^i-6#JK^^ria^ 

10 ^^BJOlS^ffi^^J^^V^T, VEGF l^ir:/^ — ^— iflM^ff ^ _hf2 1 . 
(DT£X*M^lsfz.hCD&mmi-Z>^ t&,X°%Z> 0 ^fc, EGF PfiS^'tt^l-^ 
fm. EGF l^t^- ^-7"— tfREa^lC. #C EGF U-typ—tfLfcte X 

*^c, EGF uir^^-^-7---tf[5a^«^^M^WT(3:^-ro 
15 (1) 4- (3-^nn-4-7^tc7x-^7^/) - 7- ^^>-6 

- (3- (4-^-7^*yy) ^d/jfdr^-dr^-i/ij >-) . 

(2) 4- (3 -m^— 7l-7;c~7^T^ >) -6, 7-t~X (2.-^ h^r;/x 

(3) N-[3 — ^ an- 4 -[ (3 -7 ;V^v^<l/i/;V) ir^-y}-7 a^=->V\- § 

20 -[ 5 - [[[ 2 - ^-71/^7^/^— 7W)^^7l^]T $ 7 ]^ ^7^] 7 7^- 2 -^71^] 

dr-^-y y ^- 4 -r ^ 

(4) N-[4 - [N- (3-7Pn- 4 -7;^n 7x^;l/) T 5: / ] — 7 — [3 - 
(4 -^-71^ V — 7ix) 7n^y]^t/P 6 — { ;V\T? V /VT ^ K. 

(5) (2E) — N-[4-[ (3-^nn-4-7;^n7x-;l') T5 7]-3 
25 ->77- 7 h^rf- 6 -=^/ y — 71/] - 4 - (v>y ^7VT 5 /) .- 2 - 

(6) [6- [4- [(4 -xf;Vlf/<7>?y- 1 — 4 *V) y ^7l/J :7:c=/l/J 

- 7H- t°P n [2, 3-d] y ^ v 5 ^- 4 -^7l/J - ((R) - 1 -7 ^—/V 
^^f-jV) 7^, 
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(7) (E) -N- {4-[3-^nn-4- ( 2 - fcf V V—A** h T^V 
7]-3-v/T;-7-xh^-6-^;!J=;H -4- (^^7$/) 
- 2 - -fT^T X K 

EGF — ^-7"— ifPR^^Wtt, 4- (3-xf^7x=;l/T^y) 

-6, (2 h*is^ h.^v').— ^-t-^y >\ t> u< te^eo^s^ 

10 feiEGF V'-feT"^ — #Cffc£ L"CW\ ty^^y, panituraumab, matuzumab, 
nimotuzumaK IMC-11F8 *3 £7J* MDX-447 ^fejfe.5i¥>5^51^$^S^^ < t h 

4. (a) VEGF U*^^-— ^^la^^-Ki: EGF Pfi#IStt^^5»Stt* 

(b) vegf Mry*— *°r— j em&9sjit$:'£trm%yR&fo t * . 

*||^©dr;7 Md&V^T. VEGF Hr^ — £PJ.*^«*5 jtt^ EGF PI* 

5. VEGF W-fe^^-df-i— -^Ra^^Sr^Er-g-X>-t?3feSSi^fU t ^ EGF Pfi*?£t££rW 
25 ^mmco^ry Mi3oV^T, HufS VEGF U-fe^^— ^-7 — if EGF 

6. EGFiaWSttSr^T-t-SttlRfc^fflS-^-rSfeJCxO, VEGF U-fc;/* — 
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« m <d mmw.j%<&) \zas v *x , mm vegf -? ? — * -r— t?ia#«&st & £ v 

7. EGF P£*^i4*^^S4«lf^ia^t>*T*SESII^'l*©*i 
Xk<Dizito<D VEGF uir^^-^^— 1?|fi*4feK©tem&l&W^5,##9l©'teJB 
te*5VvC\fl&lBVEGF Ixir^^ — df-^-— tf|ffl.**iJjt*3J:t5EGF Pl*^'l4^r^ri-S 
$>JC, _L|E1 . *5it^3. ©^TM^LfcfeOSrtfeffl-t-Sr. tas-^#5 0 

8. *7ci, #38 W fit, VEGF ^y^^t-fitifi EGF PJ.$?£'|4 <Sr ^T"T 
— ^^-^Pfi^K^o^tFEGFPa^tt^i-S^K^. JrfEl. *5<fctf3. 

^|SK{i<t VEGF l/ir^^ — ifPE*#jK^ EGF PJ.*^>K £ * 
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mitt, t h ffiMfamBLT&ffi.^7*Mz&tf Z>4 - (3-^oct-4- (is 
^n^nt>7 5/^/l'#=^) 7^/7x/dr-» - 7 V *cxs- 6 

5 U^j^EGF l/'t7 P ^ , -©y ^jt:©SSi©il^tfct>©"Cfc5 0 

i 2 ii^' t.h#^WMtttt (A549) ST^fi^E-T^/W^rtS VEGF Vfe 

10 te, x^nf^7^gf 0 

m3tt N t h #'^mjfamm®ifaw (A549) &TM^vw-:&.tf5 vegf 

5: 7 7x/dry) - 7 -y h^r^- 6 y A-tf^lT- ^ K&\ fb-g^ B 

15 .f4v x^nf^7'^^f 0 

HI 4 {4, t h #M^fl&Jifa£*BII&#c (A549) £T^W^7^W-*5tf5 VEGF Wir 

-ffc-g^Af*/ 4- (3— (V^n^n^75/*^to) T 
5 y -7^/^iy) - 7 -y 6 V /U^^ ^ KSr^ fl^$J B 

20 fi. 3i^n^-^^§r^i- 0 

H5tt, t h ^/MBJaftP*JWlJiatt5 (PC-9) ST^tt'^r/l'^^lTS VEGF Wir 

if'? — -ew&toWb egf mmVaW b <Dffi-m$}%z : k7F-t 0 HI5^*5V^T, 

5 /7x/*-» - 7 -y 6 y i/^/I^^ri^ K£r, fl^tt B 
^ m % mM-f- 5 tz. (DM & CDTf^ 

6 m. m ~r z> it & <d w& t? *> d , « w - mm <d j&m k<d^ mfe-t ssit 
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£fc, *WJW»I4. *Jg&^£3S<D^£fc5#Jg 2005-224173 ^*3«fctf 
2006-164700 ^§fljjWSfcfEft©ft^£^lH"£o 



m<DMM&£X$/tit£}-3:£.lfKtt-r% EGF^#tt£M-T<5XS£. ii5|[*3«t 



15 1. m^J}S<Dii^*3<ttJ«/^fc:^#(z:*fi-5 EGFft#tt£rMft-5XS 

20 EGF^#'l4^iiJ^-e#^^:#^T^tL«J:v\ M;U2\ 

i< , ^{dj; 9^>f£«L/c^<7^#£ (MxLf^ -?t>£< , 

m "M. £ fh 5 h <D x \i ?£ v \ 

25 fLS. w-ffi, ^m^tz.n+-mm<Dm. ±um e&mm. mm-m , 
mwm, mm, xtm. mz.mm. ^nm, mmm, ^vtmm. mmm, mmm, 
mm (M^»\ -wmm, ®?wmm., #nsi?mm, mmm, sk^mm, mmmm 
Kb*) , &ikm mz.it, '»tt#Mt4ejk^ (cml), MM'wm^5km (amlk 

ttU (CLL) £ t>*At£ y 6 jM (ALL), U ^>>< 
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Ity^E #SH4#MJB (MM) ft if) jfcjitf;* 7/— £2* 

EGF 3*#£L&&mkf£#^£ftV^i:£V^o Ef©J:^^ll)ia©4#tt, 

10 -T/V(D^t> \) EGF & if <Dlf ^B^©i/^,M£^£^fcn LT, jEflfjSBISi P 
#(7)^^-eT7K h — •^^^^^r^lt^w-rc t.^S^Je>tLTV>5 (J. Biol. Chem. 
Vol. 279, No. 40, pp. 41280-41285, 2004) 0 V Is V&&tify\Z. EGF U±zf# 

15 h — ^^^^^fft^ftTVS (Oncogene. 2003 May 8; 22(18) : 2812-22) „ 

JK3BWWJl&"Ctt egf oM-e^5^-eMf^lsat5o 

EGF v^-tvWS. EGF ^^t;^|Jtt54#:tlI, EGF, 
20 Heparin-Binding EGF like Growth Factor (J£1T, THB-EGFJ tffc-fS*^ 5 . 
&><5) , Transforming Growth Factor- a (£1T, l"TGF-aJ £ ffci" 5 &> 
•5) , Epiregulin ( /3 -cellulin, Amphiregulin (Nature Reviews Molecular Cell 
Biology 2, pp. 127-137, 2001) ) ft if t£ <fc *) EHlkfli £ *L 3 0 ^rUT, EGF flc# 
&<Dft\/^Mjgjtoti&&&^&£W.\z.iS\,^Xi'3:^ EGF, HB-EGF, TGF- a , Epiregulin 

^7tf*4fe^{C*fi-^ EGF^#t4fi, EGF, HB-EGF, TGF- a , Epiregulin # if <£> 
H^tlrfgi LTffftSr t^-e^§ 0 EGF, HB-EGF, TGF- a *5 «t 
Epiregulin M*«(^^ott S^mSkf^ t) t?* < , 

wmm, mm. vi^m. &&&&& ft-ssttsss 
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EGF, HB-EGF. TGF- a $o£Zf Epiregulin (Dm^LAfe, EGF X HB-EGF, TGF- a 
5 iJoiU* Epiregulin ^ iUV^fcte mRNA ^'|ij^t§ r t ic£ <9 M 

£fc. «*MOiim*5J:^/'^7 v ctt^#(C^-r^ EGF#t#f£te, #|*.f£ N 
ll^lPBJ^^^^i - ^ EGF — (Proc Am Assoc Cancer Res 2002 ;43 : A3901. ) 

(Dft&A&mmt uiiit^rt^tSo egf w-ir:/*— ©jsaiii, egf 

r. '' 

W^fe- (#J;tte\ ELISA. EIA % RIA x ^glltftf^M^ frai^l^n 5/ K 

— ^\ mRNA ©aO^fefi. 43tfcJ©#fe-?tT5££:a' s "C^ flj&fif, in situ 
^ y if— 3 7 — if $/ h^^f, DNA ^ ^n7W, RT-PCR, 

^*^RT-PCR7feif(7)^^feif bflMiZ b< f*S£ftRT-PCRtfS£>tf £>*L<5 0 

20 rHb^fett, Htmzftit^f? ZbfrX»ZZ> 0 

25 mr^^-etSo 
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ffl^«^^i--5 EGF — © y viMbOSAW:, ^6ffiit»ife*3 J: 

5^ ^^^"C:fc</^ Hl^ SDS-PAGE pl3-p62,H4* ^ 
X^i^d P 105-pl26, W,lM i&Mtt& P 171-pl82, 5tPtt, 

10 1997) 0 

tts ilttl^t, MxJi\ &m7'*TT*-'&m. 1 &ffl (Leupeptin, p-APMSF, 
EDTA, o-NaV04) *3.«t T$ 10%? JJ i? n — <Dlm%&WMffi.l£ Z&M 

15 i^isrima, . - 

^(D—fflb Lt, «JlMWte©*liia»#*^, 0»J;Lfc£. #CEGF 

20 If— X, 7"a r y A ^fM.^^fc-fe 7 7 d t -X^ i^^io 

M-rz>o ED&nngkw (M%.&. Rfomwi, ttfomm. Kmmm, m&mM. 

25 t5^i:^§5o 
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Ky !>AjK!)7^!J^7^ R^Vl^m^C^lKl (SDS-PAGE) . #jMtc SDS-PAGE. 
native-PAGE. ^«^«^^C»J, 2 Jfc5cm^*»J& if^fcff $?*L<M: 
SDS-PAGE -efcSo M^W)^ ^^^r^^Sfet^t^V^^ y^l/^l^?t5, * ^ 

5 . #lxJ^ =-htJt±/uu—^^>-zfu^^ t^o^y^^v pvdf 

^ #JxJ3\ BSA, Triton-XlOO. tween20, ;*3f A ^/k^ (skim 

milk) . iytj:}f^t^mm\-^vm^m-r^ 0 mmm^m-z, m^m 

io 

7X^. m^mi^tz.? 1 - i/'v ui/\z.^ mxtt. #cegf u^ty^— fctyy^ 

fcEGF ^ y i/^ffctiif*:& if (KT, T-^^j fcjffcf-54§ 

— VtfjiW-b Ltfi, ^fcf, StP Xfifcffc EGF l/i?^ — fctft:, jjCEGF 

25 #7 ^ h 9 S&*—&t£ if O^^s FITC (Fluorescein isothiocianate) „ Alexa488, 
PE N Rhodamiru Texas Red N Cy3 N Cy5 N Allophycocyaniru PharRed^ DsRed N AmCyaiu 
ZsGreen, ZsYellow, AsRed. HcRed ft if (D^^t^W^ <£ Xf\f Orf^iiL if &&if 

btiZo ummK&tfa'T-^xibzm&Kte, s^k, 7^y, xh^zft 
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7^*3 7*^77^.1 ^/^drv-^— if, ? iva — ^Jr^y?— 1f\ /3- 
* r 7 ^ h l/y—Htt. if<Dm^, FITC, Alexa488, PE. Rhodamin, Texas Red. Cy3. 
Cy5. Allophycocyaniru PharRed N DsRed N AmCyaru ZsGreeru ZsYellow, AsRed, 
5 HcRed KZcD&ytto'gtfr&lflotlZo 

10 ^'fkSrai^-sr ir^-e#5 0 

i: LT^TS: 7^<>'v ? v ? >' (diaminobenzidine; DAB) ^if&r^ i/TM^^C 

5-bromo-4-chloro-3-indolyl phosphate & if ^-fe^^i Lt^ h p7/1/- 
7^ h7 y 7^ (nitrobluetetrazorium) & if &tp< >'7' r t-'^|;i^M£'tir<5 £ t 
^■CfS. #*dST^y 7**77*— if<Z>4§^f3 % 

20 3£ SJ i: L, T CSPD (disodium 3- (4-methoxyspiro 
{l,2-dioxetane-3, 2'-(5'-chloro) tricyclo [3. 3. 1. I 3 - 7 ] decan} -4-yl) 
phenyl phosphate) & if tr^ ^7~ U^K:g5ftfe$*-5 t \Z. X V 

fr?^b hX%Z> 0 

tfeffifctt. X j&7 -f /PA^fv^ r i: ^5-e# . CCD ti * 7 <t »9'-5&3fe«rtfettJ-t~ 

lit r h\z.& V % EGF ix-i?7* — coy y|MUS:ai£t5 
icoi «0l0J}a(^^i->5 EGF L-tr7* — ©y ismik&MMirZ) 
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^■C^*^</j^V^ 5 3i^Sk£, P 127-pl63. ^P?±, 1997) 0 

oXh^\ mmMmte, .09*. if, OCT n^/-?r>^ K&^iclJ; ^ffi-T 

&Z.b&X%& 0 
@^fb#LS{i, *;^7^ft h\ £?*L<te 4% PFA/PBS (-) 

15 -r?>^ t^x^^coW: s 20%^Bm/v >-ig»if -eiit§ r t ^tt 5 C 

r-feh^. ^ ^ j—7W£b^tf^m\z.^K>um.my\^mmm-r^>^t^x^ 

<5 0 *fc. #£^^0>T-fi, ^iJXLf^. BSA, Triton-XlOO, tween20 N A 5; (skim 

miik) . >-f£b**^&mm^£vmw±mirz>- bh^mxhz> 0 

■Tt> £< .l§S!B£;ft/rv^ji< Xh £\<\—&ttit&Mm£tiX^ti:^m&\a^ 

$*5rt^t5o — ^^fi, mm<&)'K^£ vmrnztixv^zz. b$m 
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X^^i/^— tf % 0 -jj=7 9 V ^tf—.^tZ E<DWM, FITC (Fluorescein 
isothiocianate) N Alexa488 N PE v Rhodamin N Texas Red, Cy3,Cy5, Allophycocyanin, 
PharRed, DsRed, AmCyan. ZsGreen, ZsYellow, AsRed, HcRed & if (D^^t^jM 

& xw*-?- f x&*>\f bins* mmtoftifitt?'z>'-e*>z>m&\z.t±* $h 

UV\ ^ift^Sttt, 0»J*.tf, 7^*jJ7^77^ ^/P^-^— if, 

= — if, $-13^7 hi/^-f^i'O^i, FITC, Alexa488, 

PE, Rhodamin, Texas Red, Cy3, Cy5, Allophycocyanin, PharRed, DsRed, AmCyan, 
ZsGreen, ZsYellow, AsRed, HcRed fc.if <Dlk%^^i1^ih\f ZbfrlZ> 0 S^^lt^ 

w w*.t£. Rfcmm, tfifems£, Rfcmm. &j&mM. m^m^if) ra. 
mm £ -fr-r $ * . y§ tfgsfe jk^ibjis \z.&&lit 5 egf 

IMT^y^y^y (diaminobenzidine; DAB) /«£ if &1(B.Wt&)} l r\tffl& 

5-brorao-4-chloro-3-indolyl phosphate % if &r, 5§"fef$3l£: Lt^ h n -f tV— 
T YyVV (nitrobluetetrazorium) t£ ¥&$BM%]}tiZ.&&k&- : &Z> 

Iff. b L, X CSPD (disodium 3- (4-raethoxyspiro 

{1, 2-dioxetane-3, 2' -(5' -chloro) tricyclo [3. 3. 1. I 3 ' 7 ] decan} -4-yl) 
phenyl phosphate) if &mMW)f K&f& Z> Z b £ V 4k¥&ytRf& 

5 z.k hX%Z>„ 

lute mm®R&fkyt®m.(ow&\z.^ mmtft^uma)fKmHvxm^ 

i±\ ^0E*3feSr<B*-f5r. b it. X K) , egf i/t^-©y y^iStsr 
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mmmM.T^±^it, Fy^^Af v^^^^ mtt &u xtt 

& (cell counting kit-8 (IHtl'fk^^^^tt) ) h 
Kfe> BrdU&c, Ki67^-fefe N PCNA Ifefegc^ Z&hrf b*V £?;£U< 
PCNA Ifefe jSfe 3 s rf h tl Z> o T >y ± J Ji ,09 X. , TUNNEL Ife-fe , Caspas e-3 
15 SJWftftW^ PARP§I»ftftffl«fe>5Cif* s *>tf <b*U b< Caspase-3 iiO»f&ffi 

C©lST1i, J»*WJfe©*8St*5J:tJ 5 /*fcW:^#fcjy--rs EGF#;^'f££?g 
25 |d*f-i--5 EGF^tt^j^V^^^. .*^#3^JliLW*lf^ia***t»-*|-b-C»IJ8S 

Mx.fi. ffi*«t- egf w-fe^— tftt^mm^ivx^^M-B- EGF 
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Ws&, EGF, HB-EGF, TGF- a. *5 Epiregulin ft LXV^f^/j: If 

5 <5 Q EGF X HB-EGF, TGF- a *3 «fc Epiregulin & ^flSiftJB^ 

■ttv>Sj|^ili, Mtti, aiS*rtfei*5«*jWI&t-*5»t5 EGF N HB-EGF. 

TGF- a *3<fcU* Epiregulin ft if ©SS^iflS, ii^M (^M0«) ^fcfi 
iptf 5i i:^-e^§ 0 £f Cs EGF, HB-EGF, TGF- a £5 J; 7J« Epiregulin ft g&M 

. ^mvx^^m^tn.m±i^m^M^t^^m^<D^m^^i3if^ egf, 

HB-EGF, TGF- a *3 «t Epiregulin t£ if(D$g$Ji-jk&, fef£AiztttZ¥-i&&}ti:B 
10 fcJttfcV"C, 1.5{g£*_h, 0* b < tt 2 ffip«_h. «fc 9£f 

£ b < W: 3 ffiFEJLL, $ fe^*b<(^4^_h^mbTV^6^^^if-5-i: 

;*3S9§ ©SUTURES It, ffi&^jfe©if^:fc«fctf/*;fcte£#fc^^ EGF 
^fe#i4^fg^i: It, iLW^ia«*«^b"Ci8ilRSttSr^"r«#Sr3B^-r 

&xf/&tcte±mz-tt-r6 egf fle^tta**;^ t _biB©»»K y^m*- 

25 6 EGF#i#<|4£fg*Ii: Lt, Bttltr Z fa&&±m&to&<oib&to&ttm 
jgm, M**BJia©i|l5lti3J;t5/*fctt^#lC*f-r5 EGF^-ftri^V^^ii, 

ifii Wff M^fC b T * v ^m&fe Z^T t mmx # 5 fc , ^ f£M £ 
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So 

feasor* jfiL^ff^PJ-^Kf*. «tr&©£*5 5 as, »*b<tt 

•So 

3 . jfcWfr£PJ.»« 

VEGF PR*4£>« (#!i;U2\ VEGF Hr^* — ifPJ.*^®. fet VEGF 7 s 

?—frifc, in, VEGF taffc (Cancer Research., 55, 5296-5301, 1995) ) , 

FGF (li*t^PBfl£if?fiHT- : fibroblast growth factor) PE^^JC (0?|xJi, 
FGF — ifpg.*#jK, fei FGF l^ir^ — tr[#\ in. FGF ^afr (Cancer 

Research., 51, 6180-4, 1991) ) . 

PDGF(jfiL/h^S5l5ii5itHT- : platelet-derived growth factor) PM^W (#J 

X.&\ PDGF Ix-fe-^^ — ^r-i -^PIW^K (J- Clinical Investigation., 

111,1287-95) N fetPDGF Ut^f?— trC PDGF . 

EGF (_h^J5EftH^ : epidermal growth factor) Pl^^ff EGF 1/ 

-fe:/^ — irPlW^K (Cancer Research. , 51, 6180-4, 1991) \ la EGF 
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U^y^—tn,^ JtEGFfctftO , 

4 i/T ? v >-mmv9W (m*-t£. a v i3 3 4 yf y y i^ummw, « v $ 5 -rV 

7^^y^PJ.*^® (Clinical Cancer Research. , 6, 3056-61, 2000) ) . 

rtHttPlS^W (*M;tte\ IL-12, Trombospondin-1, Endostatin, Angiostatin 
5 (International J. Cancer., 78, 361-5, 1998) , COX-2 PJL^^jR (Annuals of 
N. Y. Acad. Science., 84-6, 1999)) 

v h y $/ ^ ^. ;>< ^ a ■7 B rJX'f VPI^r^® (International J. Pancreatol. , 21, 
1-12, 1997) , 

^COmUW^oW (0>lx.fc£. farnesyltransf erase PIW^K, — ^b^3^PI# 
10 ^f, HMG-CoA reductase P£$#5ff, 

Vascular Target PM^fC. ;>< J-^r^yT ^ S ^>zf = f~*f — tf PJLIif^J (Science. , 
282, 1324-1327, 1998) ) N 
• t£ g&lblrfbtl, b < VEGF Pl^R-Cfc j;5 0 * b < VEGF 1/ 

ir^^-^f ^— tfPlSWC^VEGF V-fc^* — ^ft^fci^VEGFfciffr-efc <9 . 
15 b< VEGF Wr;/^ — ^PJ..^W®t?*>5i 

(A) 

20 r^n^^^j ©&jgftf!|£ Ltd, 7y*J5f, MfJlC^fctf 6 £ t 

1 - 7" n fcV^S ( n - ^ n tf>l^36) % 2 - "7* n fcVv£ ( i - ^ n fcV^S) % 2 - 
25 p< 1 -:7 s a t°/I^ ( i -7f M), 2 — 2 -;/n tVl^S ( t - 

^fsl'Ss) > 1 - Zftf-JV^k ( n - ^5fvl"2!f) . 2 - ^^/I^S ( s (sec) - :/ 
■^vl"2s)^ 1 2— ^>-^W^ 3 — ^V^vl^ 1 
-^^>J£x 3 —t^tV— 1 -7^1, 3-^ 
^vP— 2 -^f;l/S, 2 , 2 ^vW- 1 tf/UjE, 1 -^^rv'/H, 
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10 



15 



20 



25 



2- ^drv^l^ 3-— 3rv^fi, 2 - * =f-;V- 1 — ^1^/1^ S—tftV 

- l -^yf 2 — t< ^-/v— 2 — ^v^/v 

-3-^^^/^, Z-^^-)V—3-^l^^-;V^ 2, 3-i?^^/U-l-y 
f/H, 3, 3 -v^^/V^- 1 -^^/^S. 2, 2 - ^vU— 1 -3/^/1^, 
2 l 3 , 3 - ^-/U— 2 -l/^/l^ 2 , 3 - *J * 

n t>S, 1 -^f^S, 2-^H N 1 — <l/=f-}V^ 2 - -^yf;H, 

3- ^^^/^, 2 - ^ f^- 1 - ^f/t-S, . 3 - ^ f ^- 1 - 2 
-ff-jV- 2 -^f^S, 3-^^W-2-^^-/^x 2, 2-vM^vP-l 

2-ynt>l, 2 . — *f-/V— 1 -7*n £71^, 2 -^ 
3- IV- 2--7v fcVl^ 1 -zff'/V'^ 2 -^^W^Srfetf S $ 

^JtLTtt, ^fuyS, 1, 1, 1-xfi/yi; l, 



1'p n 



SX l — i/t^/I'X, 2-77=;H, 3-/r^i, ^yf^/vS, ^^r 
-tr if # *> if 6> *t 5, 
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1--?^-~>v^ ^>-^~/i^ ^*^=-/i'Mtf:}£&fotf h 

5 . ^^^J^V^T. rc 3 _ 8 ^y dTV^A^J tii, $zmWt&3^8m<VW- 

v-y ny^/US. v'^ p^>^I^ N i/y n^-^iWl^s v-y n^y 
^/I'S. ^y n^y ^vl-g, tfi/y n [ 2 . 1. 0]^^^/^, tf->yc3[3. 
1. 0]^=^->/^, lfv-^n[2. 1. 1] — ^ri//^s fc^yycz[4. 1. 0] 
10 ^^fvl'S. K'->^ n [ 2 . 2 . 1 l^y^/^S (7 /U^/U^/UM) , n [ 3 . 

3. Oj^y^vl^ tfi>yo[3. 2, ll^y.^vl^ fcf-yyn[2. 2. 2] 

20 6o 

o y /w2s. 5; y y y h y t y y /H, rf7/!) /I'M, fry y 
t° v y y /v-s. a-aMJ-y y ^s, y ^j-^y y y yfry y /H, y 
^if^y^s N f7^7yy;H, ^-t^ry y t° y t°y -y^ 
t^yy^— /^s, tfy?^^ mjt^s, yy=Vi>^ ^y 
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D y;H, ^y^y i~7^-v^=- ^y^-f-y^ 

y y *c~r y v -^m, 7?? -r 5: t° y 
^ wry y a-x, ^ ^y^-y-y y ;H, ^y/fry y /n, 
-o-y^^y y -<^x-r ^ *v y /^s, -r^Kyy^, yy^r^Ky 
5 . /t-S. -f yy/ y /ws, t° a a t° y vv^s. y t° y vvi^, 7at°y vVp 
^ ^y/frv'T/y/H, ^y^t^7/y;H, t°y K.tfy^— 

r5~i oi^rnry — /Hj ©031^^^ ttti 7 y 

t°ny;n, ^^^/y;n v f 7 / y t°^yy/i^ wyy 
10 /t-s, y ^-^r y y << y y y /vs. t° y >y^ N t° y ^ v^^^s 

^mmm^^^x^ r3~i 0M#^»^-^nii5£Xj 
( i ) ^nj&-tz>w^<Dm& 3 ~ i o ^-efc <9 , 

15 . (3) sWd-M-a^i-^fi-^A.-ev^t 

(4) ^^c^/i^— /l^, 7*;V7 j =^;V^-^tM^;V^=. 1 ~ 3i@-a 

20 l;M^LTfi, Tv^y^/H, Tif^v^/vS, fc°n y v^/l^ t°-< 
!) v?-;Vl, T1f^— /l^, 7/*^/Vl, fcV^v^/l^ i/THs<~/l/&, 

v^ryTJ— '^S v v'TiF tf n [ 2 . 2 . 1 ]^:/^vi^ ^e/u^ y 
^^-^e/^ y ~/i^ N 1,1 - v^^y^^^-A-*; y 

^-drir^— fh7t Kn7y^l, i?&*r y y ~ ^S, T V 7 t K n fc° 

=-^m, t^t/y^i, f7y y ^~^&<w&>tf hth& 0 

r 3 ~ 1 0 M^W^t" nSti^j <7>£?3ift#iJ £ Ltii, 7v? y v^/u-S, 
Tif^-v^A-^ t'ay-^/H; kxy-^-;^ 7f/^=;H, t^^v? 
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f£ ( i -^EizKdri/^h 2-^^-/1^- 1 -^n#dr>>S ( i h^^Sh 

^i^SK 2 h^v^ ( s -Zfb*-ym), 1 -^is^sV^-^^m, 2 — < 
yf/^^r^I, 3 --O-^A^^rv'S, 2-^f^-l-7>^r^S, 3- 

10 ^^/W— 1 h^v'fi, 2-^^/1^— 2—;/ h=¥>^ 3-^^/1^- 2-^ 
h^^l, 2, 2-^^-l-7°n^i/S, 1 -^^Wl^t-^v'S. 2 
-^^vz/^^-drv-Sx 3 -^^rvVl^dr^S. 2 — ^ ^/V- 1 —^Is^-Asitr^ 
3 -^^VP- 1 — ^^^r/ls-tt^ci/M, 4 — ^ ^-tV— 1 -^O^^^-^rv^ 
2 —t^-fV— 2 -^^^vl^^v^ 3 .— p< ^/U- 2 — -^^Vl^^S'^ 

15 .4 —2 ^-/V— 2 -^yf-;l'^v'S, 2 3 -^i/^vt^^v'X, 3 
~**3-tV— 3 -'O'^/V'^^v'S, 2, 3 -v^^/V- 1 h^r^S, 3, 
3 —i?* 1 ? /V— 1 -:/ h^v^, 2, 2-\y^^-JU- 1 -y" b^rr>M, 2-^- 
^^^ l -yb^^m, -3, 3 -i^f^- 2 h=>r^^ 2, 3-v^^ 

-7n^^f->S, 2 -^n/Jf^rv^S. 2 ^/k- 1 -^n/K^v-S, 2-t< 
2 - yn/Kdrv'S, 1 -7 b*i/m, 2-7" b*c^&, 1 -^is^tVir 

^■^M, 2--<^^-;v^r^r-y^ 3 -^<>^/u^^riy&^ 2-*^-jv-\-z? 
h^f^S, 3 l h^v-S. 2-^f;v-2-7°mS, 3- 

25 yf;V-2-7"F*v'i, 2, 2 -i?^ 1 - 7°n ^^^S^fclf ^ * i 

^-e^ N £ VfrMtzMb IsXte, * b*^m^b3r^m, l-7"n^^ 
2-7"n^^S, 2 -*^-;V- 1 -^n^v^ 2-^fvl—2-7 P ntf 0 
^r^S. l -^h^^S. 2 h^^^fcff ^Ci^tf, 
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-^n tVi^^^-SC i — 7*n fcVl^P^SK 2 -X^/V- l-/n fcVl^;T£( i 
■ — 7- ^ 2 - ^ f /t'- 2 - 7" n ( t - /I'f tS) , 1 

1 2—^:^/1^;*-^ 3-^^^^^^-^, 2— ^fVU 

- 1 - ^f-/^^-^ 3 1 - -f^jv*}-*^ 2 — ^ ^Vl'- 2 - 

3 ^vW— 2 - ^^Vl^^S. 2 , 2 — Z?J <f-tV— 1 -^n fcVP 
ftS, 1 — ^dp-V/v^^-S> 2-^^i/;vftS, 3 --^^^f tS, 2 

— t^-jV— 1 -^V^/V^^-S. 3 -^^/W— 1 -^^^•/V^-^-S. 4-7^ 

x -^^^-y^^-^ 2 —*?-tV— 2 3-^ ^-/V— 2 

-^yf^f^S, 4 2 -^^^/V^-^-S, 2-^^/1^-3-^^ 

^vl^^fi. 3 — ^fvV- 3 -^^^7^^-^, 2, 3 /V— 1 — 

^f^S, 3, 3-^^f;l/-l-7>^f^l N 2, 2-^X^/1^-1-^ 

2 -^fvk- l.-^fvi^rS. 3, 3 - v 5 ^ ^vl'— 2 —rff-fv 

I, 1 -r/nfcVl^TS (n-^n if/^^tM), 2 -7°u fcV^^X ( i -:7 s 
a tVU^^-S) x 2 - ^ ^/l'- fcVl^^S ( i - zf'f'/U'f-XS) % 2 - 

p^/V- 2-:/n fcVU^^-S ( t - l/^vl^'tf-Xh 1 -^M^^X (n-y 

tfv^cr[2. 1. Oj^^fvl^^v-^ tfv-^n[3. 1. 0]^^i/7P^-dr 
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->S S lfi/^n[2. 1. 1 l^^vvl^^^L tfS/7n[4. 1. 0]^:^ 

f^n[3. 3. 0]^-^^/^^r->*, fc^^a[3. 2. 1 ] st? ^;V3r5r 
Vg % fcfv^E2[2. 2. 2]^-^^^=3r^^^^feif^tl,§o 

^J&B^^WT, ^/-d.gT/^T^/Sj T5 /S^W l 

10 fi|tLtfj: v ^f^r?/S, xf^7^7S, 1 fcV^T5 /I (n- 
fcVl/T5 /D, 2 -^o fcVl-T 5: ( i -^n fcV^T 5 2-/ 
^vk- 1 -^ra fcVl^T 5: /I ( i -zf^/UT 5 2 -/ 2 -^n t° 

;^t5 /K t —•?<?-A'T% /Sh 1 -yf^r? /S(n-^w^ / I), 

2 - 7'f /I'T 5 7 S ( s - ^ / S) , l-^yf^r^/S, 2— ^> 

15 f^7 5/I, 3-^<^^/UT^/M. 2 -/^A-- 1 -^^v^T^/L 3 
-7f/Wl-^l/7 5yS, 2-^f^-2-7'f/k7^/I, 3-/^ 
;w-2-/f;V7?7S v 2, 2 - ¥/V- 1 -^p fc°A-7 5 /L 1— ^ 
3ri//l/7 5; y 'l, 2 -^i/AT 5/1, 3 —r**%/>VT 5/1, 2 - 7 ^vV 

-l — <yW5/I, 3-/f^-l-^yW5/S, 4-/^- a— 

20 l-^yW5/Ss 2-/f^-2-^yW5/i, 3-7^/1^-2 
-^yW5/S, 4-/f^-2-^f^7 57S, 2-/^A—3- 
/<yf^7 5/l, 3-/f^-3-^yf^7 5/i, 2, 3-vM^/W- 
1-^7 5/ $, 3, 3-^/^-1-7^75/1, 2, 2-v 5 / 
f;wi-7f^75/l, 2-xf^-l-7'f;k75/l, 3, 3-v 5 / 

25 f;W2-7f^75/l, 2, 3-v?/ ^vP- 2 —-f'f-jVT 5 /Sft^fc 

^^♦^^V^, r^-C 1 _ 6 7;^75/lj ifiv T 5 /S^(D 2f@ 
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yntVl/7^/X N N, N-^-n-^W^S, N, N — S?— i 

N, N-^-s-7'f^75/S, N, N — v 5 — t -7f;V7$ 
/S, N-if;i/-N-^f^7^yS, N- n -y'p fcVV-N-y f;U7 ^ 
5 /S, N- i -y"P kW-N-^f^^ /S. N — n — Zff'JV— N — y ^/V- 
7 5 > l!' N - i - ^ - N - ^ f ;l>7 ^ 7 S, N- s -y^/V-N-y =f- 

io f/n, ^p t-^—A^ y y p t°y-^A^ y^ y 4 y y'^ y /i^. 
15 .^-dr^^/^xK^/i/S, 2 -y°p tv^^-y^/i^— /v^. 2-y^/i/-2-y° 
20 d|, ^/7yi, 7^/1^5;/^. ^A-tf^y/^. 7^/1, -yy/i^s, yyy 

C3_ 8 ^^n7;^S, C 6 _ 10 Ty— 5~10l^ro7!j^S, 
3-10 fi^W^^ p C ^J/^^rVl, C 1 . 6 7;^;vftl, 

C 3 . 8 ^t3 7/V3^^ *>-C 1 . 6 7;K/i'7 5/ Sx i?-C 1 . 6 7/^ 
25 AsT 5yi,C 2 _ 7 7 vVl^t: 7t fi C 2 _ 7 = > # A'/K if & th tf -5 

C. 3 _ 8 i/^n7/^;H, C 6 . 10 7y-/vS, 5~10l^7n>7!) 
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6-10 



2-6 



2-6 



r y -^X, 5 ~ 1 0 pTU — /U2£ N 3 ~ 1 o mMJs 

C 1 _ 6 7;U3dr->iioJ;t;c 1 _ 6 7/^f-tS 0 
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(B) VEGF W-lr^^ — ^-7"— ifpi^#)K 

(B-i) (i) 

(I) 
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R2 rr^f r 3 'fi t 11 **« 
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N N 

R 12 

4fn^S s ^yl,7^^;l/S s ^;i/*^;H, S-CONR 6 - T'S^llSl, 
^-S0 2 NR 6 -t*$n5l, i£-NR 6 S0 2 -t'i^tl5S, 5t— N R 6 
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R 2 «. v'T/^, ffl&SW br^T^ J:V^C ^J/^^r^ #/l/tf;3f 

10 CONV all V a12 v all te, Tk^JjR^ g^^£^rbTv>T&£v^c 

XV^T%J:V^C 2 . 6 7;^^l,ftMtttV^1) c tV^C3. 8 ;/i7n7^ 
e^K£r#bTV^^ J:V^ 6 _ 10 T y — /I/*. WWkM&ii VX^^Xi) 

J^5~l Ol^-rn7!) — /^^fcfig^^^r^TL-CV^-C^ £^3~1 01 
15 #^M^Tvm3<,&&mm-tZ> ; V al2 fi N b TV >T 

S£#bTV^ , b<}^c 2 _ 6 TA'dr— ffl&KW bTV^T h =t V^C 3 _ 8 

Lt^Tt)J;V^5~l Ol^fn7!)^i, t^S^LTV^tt) i^3~ 
20 1 Ol^fi-^fniSi, 7^m&. B^£iTL-T^-tt> J;^C ,.,7/V 
=i ^ JiBm*^^ b T v ^ t> J; V > C 3 _ 8 is ? n T;v = dp- ^r^5fe-f- 

25 ^rb-cv^-r^i:v^c 2 _ 6 T/K>-^/i/S,a^:*^^"L-cv^r i b «tv>c 2 _ 6 T^^- 

IJIMf LTV^TtJ;^C3_ 8 i/^n7;^S, a^S^r^Tb-C 

be V t> J; v ^ J - C !_ 6 Tjv^jvt % s &&lc!*-f So 
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t> J: V > C 2 _ 6 T/l^^/l^, a^rK^^T LT V «£ V ^ C 3 _ 8 is? o T)V^r)Vm 

/istf* fc LT V.^T & £ V > C 2 _ 7 T =1 ^ i/Jj ;v?$=.;v^ 
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LTV^Tti <kV\C 3-8^^ o T/V'^/WS, f HSIrt LTV t £V^C ^,7^ 
n df->*;U#^^if fcttS - C O N V d 1 V d2 V dl *3«fct*V d2 tt\ 

(iv) R 4 

J:v^c 2 _ 7 7 zs/isSs ^ (ifilfefi ^r^" Ltv^Tt<J;v^c 2 _ 7 7/v=' d f-v'^ 

20 (v) R 5 

L T V > T % «t V > C 2 _ 6 T )V *r =■ 7V £ „ g & £ # b T V > X h X V > C 2 _ 6 T ;V dp- — 
•Ct J^C 6 _ 10 T y flEftSSr^TUTWCfc £V^5~ 1 0l^fn7P 



BO 2/0 3 2 8 7 2f^y7Wy h (W002/32872) N S^<kM^ 2 0 0 4/0 
2 0 4 3 4f^7I^y h (W02004/020434) N & cfct^Sil^M^ 2 0 0 5/0 
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6 3 7 1 3f^^7l^y h (W02005/063713). <D\,^tifr\Z.%5M£tlfZ&mz.& 



(B-2) (ID 

5 . **Wfc*5V^^ VEGF Xs-^rf* — "tfRMMMItt. b< ft. 

— (II) 



T"i^ii5ft^^iif5:^^'^, (ID tt, — ^ (I) 

10 (i) R 1 

. R^gfil&Mt LT«\ C^eT^^H^feif fbtL<5o #lxJ3:< R 1 ©^ 
15 St^LTV^^ £l^3~ 1 OM^M^^n^*^, Tfc^S, C^eT^n 



20 (5£cK R a3 f*^^-/^^r#5fe^-^, ; R a 1 fi7R^m^*7cttzk^^^rS*i~ 
25 tf^HSc 





WO 2007/015578 PCT/JP2006/315698 

(ii) R 2 • 
R 2 <D&Mt£Mt LXit, v'77llfci^-CONV ,11 V a12 (iS>^ V 

<^>-J!^K ^T/X. Tk^Kfc itFC^eT^n^^^ItftlSftS^ 
R 2 tf>£ b^fig^^t L-Tte. S-CONHV 117 (5£>K V al7 {3:, tRU 

R 2 cDko£^£KS&M£: bTfi N ^-CONHV a18 (i^, V al8 fi, tK 

. (iii) Y 1 
Y 1 ^ 5t 




R 71 




(iv) R 3 ioJ:^R 4 
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(v.) R 5 

R 5 te, S5IBSSIi:lRlCjft!*-e*>5o 

— jrs: (ii) ^£ft5/fb^&©#iBfc0!lfc uttt, 

10 N — ( 4 — (6-V7/-7- (2 h^Vxi -4-^7!/^) 
;^7— 2 — 7/V-^n :7k:=./l/) — N' - (4-7A'tP7i=/l') 7 1^7, 

N- (2-^db-4-'((6-'>7;-7- ((1 -y^/V-4-fcV<y 
/I^) * h=¥7) -4-^/!l;k) ^7) 7^=i/7) -N' -is? v^xi \f;V 
7l^T, 

15 . N- (4- ((6->7;-7 - (((2R) -3 - ( i? ^>VT % > ) - - 2 - 
t Kn^rv'7°ntVV) ^=^7) -4-^r/D/V) 3"3r7) 7mi=i/U) -N' - 
(4-7;^a7i=;P) 7^7, 

N - ( 4 - ( ( 6 - v^7/ - 7 - ( ( ( 2 R) - 2 - fc Kn =^7- 3 - ( 1 - tf 
ny^/) 7nt°/V) ^=^7) - 4 -=¥/!) /^) ^7) 7^ — /W) -N' - 
20 (4-7/Vtn7x=.;l/) 7 77\ 

4- ( 3 - ^ a o - 4 - (v'^ n7n tf/l/7 ^ / T^/7^y 

4- (3 — (77 a 7o t>7 5 7 #/7/K :=./!✓) 7^/7x7 
3r7) -7- (2-^ f^Txh^i/) - 6 V. 7^/^driT-^ h\ 
25 N6-^7 0 7 P otVW-4- ( 3 - 7 n n - 4 - "((('77 n 7n tVV7 5 7 ) 

#/U/tf=w) r^y) 7^7=^7) -7-y h^^-6-dr/yy*/v*>t 

N6- (2-7h^xf/V) -4- (3-7nn-4- (((->^o7nt° 
^7^/) ^/l^xi/V-) 75/) 7^/3^7) -7-^f^-6-*/5V 
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N6- (2 —yjVifrxijx.^'jV) -4- (3->db-4- (((^n7°nk 0 
^7^/) #/l^xvl/j 75/) 7j/^» -7-/ h^^-e-^r/Py 
#/M*>;?-5 h\ 

5 . N6-/ — 4 — ( ( (is 7 o 7° a fc/1^7 5 7 ) ^7/> 

3j?=/l/) 7* 7) 7x/ drv-) - 7 h>v— 6 -dpyy ^#/M?dr-^5 K> 

N6-/f^-4- (3-700-4- (((^^n^nt'^^/) 
xvl/) 75/) 7x/3ri7) -.7-/ h^r->- 6 -=¥/ y lsi3JVi$*^% h\ 
N 6 -xf 4 - (3-^n.n-4- (((^a7ntVk7 5/ ) 
10 — /I/) 75/) 7x7= 3 rv') - 7 -/ h^r->- 6 -^/ y >^7/^/p>l7-5 K. 

4— (3—^^^-13 — 4- (^/^ e^n t>7 5 / *;w#=;v) 75/7i 
/3rv0 - 7 - (2 -/ — 6 — 3^/ V ^;HH5F, 

4- (3-^nn — 4- (v<^n.7DkVV7 5 /*/^=/V) 75/7x7 
-7- (2-t Fndrv/xhaf^) ~ 6 -=3f / !J 5 K, 

15 . 4- (3— ^nn — 4- (:>^p/nt>7 5/*/^^) 7577x7 
dfvO -7 - ((2S) -2, 3 - S?fc Kn^/^P fcW i^f- 6 - ^ / y 
>-#^/K3^5 H\ . 

4- (3-^on-4- (7W?7*/^;l') 75/7x/^r-» - 
7 -/ h df~>- 6 — 3r/ y 5 K\ 

20 4- (3-^nn-4- (if;V7 5 7*/^^) 75/7x/^-» -. 
7 -/ hdp-V— 6 -=^/ y >-^7^#=¥-^5 K, 

N6-/ (3— ^on-4— (((xf^757) ^/l^^/k) 

7 5/) 7x/^ri/) -7-/ h=Sr^-6-^/y7*;V#>t5 K 

4- (3-^pb-4- (^P7nif;V7 5/*/^-^) 75/7x7 
25 dp-V) -7- (2-xfdr7xhar7) - 6 - / V ^tuV^^ 5 h\ 

4- (4- ((77D7ot>75/) #/pt£-/i/) 75/7x/^r7) -7 
— (2—7 h^V^V^-ls) - 6 -=¥/ y >^7/i-#>-y-5 h\ 

N- (2-7/M-H-4- ((6 —iJ^<^/V— 7 -7 h=3r;7-4-3r/ y 
AO ^z'rv') 7x~/P-) -N' -i/^P7°Dk'^!>^7, 
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N6- (2-fc Ka^^/xf/V) -4- (3— #cn — 4— (((^n^n 
kVl7r57) 7^/) 7x/^) - 7 —7* 6 — dp- 7 y 

4- (.3—^ no — 4 — (1 -Zfn fcVK7 5 SfJJVifc— >V) 7^/7x7^ 
5 . '» -7-7 y ^^#>t^ F\ 

4- (3-^nn-4- (c i s - 2-7^tn-^7n7nt>7^/^ 

vi^.=. /v)7.5 7 y^y 7-7 h=¥^- 6 y v^/i^^ri^ h\ 

N6-7f/V-4- (3-7on-4-'(((^7n7ntVP7^y) 
— 75 7) 7x/^) -7- -6-^/!)^ 
10 #/V#>^5 K\ 

N6-7f^-4- (3-7nn-4- (((xf;k7v7) #7^— /V) 7" 

5 7) 7x/^) -7-7 b^^-6-^yyy*;^t5 h\ 

4-(3-7nn-4- (77 o7n ^7 5 7 */W#x;l/) 75/7x7 
dfvO -7- (2- ( 4 — =E-/V* U 7 ) ^h^r^) - 6 -^7 y 
15 5 K> 

4- (3-70C2-4- ( 2 - 7/Vtnxf ;>7 5 7 7577 
x7^f-7) - 7 -7 h^7- 6 —dp- 7 V iofr/Watf^MJ- 5 K. 

N 6 - ( ( 2 R) f h7t Ko-2-77 =• /k7 ^vW) - 4- ( 3 - 7 n a - 
4- (((7W57) % ;V7$=.;V) T57) 7x7^^7) -7-7f^7- 
20 6-dr7y 7^^*>t5 F\ 

4- (3 —yjVirxi — 4 - (xf ;V7 5 7 75 7 7x7^7) 
-.7-^ h^V- 6 - ^7 U 7*;v^t 5 K; 

4- (3-7nn-4- (((-77 n/n t°^7 5 7) #/M?xiyp) 757) 
7x7=^7) -7 - ((2R) - 2-tKD^7-3- ( 1 - fc° p V 7 7 ) 7°p 
25 aK*^) -6-*7U7*^t5K, 

N6-7f/V-4- (3-7pp-4- (((7W57) XlV^^/V) 7 
57) 7x;Jf7) -7- (('2R) - 3- 7xW5 7- 2- t Ko=¥77 
P^dp-7) - 6 7 y ^TJA-^dp-^ h\ 

N6-7f/V-4- (3-7PP-4- (((xf;k7 5 7) Jj/Ut$=-/V) 7 
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5 V) 7.31/^^) -7- ((2R) - 3- yif;V7^/-2-tFn^v'7' 

^6-^^-4- (3-^nn-4- (((^f^T^/) /l^) 7 

5 /) 7x/ 3r~» - 7- ((2 R) - 2- fc Kodrv^- 3 - ( 1 - t'n V vV) 

N6->fA'-4- (3-^aD-4- /) •fr/Vi£=.;V) 7 

5 7) 7x/^-» -7 - ((2R) - 2-k - (l-t°n!)^/) 

N6-^f/V-4- (3-^P.n-4- (((/^^75/) 7 
10 5 7) 7x/*'>) -7 - ((l-^f/V-4-^y^) * h*i/) - 6- 

y v^/i^^s: K . 

N6-^f;V-4- (3-^n.cr-4- (((xf^7 5 / ) 7 
57) ^x/^rv') -7- ((1-7^/^-4- f^y / Fdr-» -6- 

y ^#71^3^5 k. 

15 . N- (4- (6-V7/-7- h^-fx-h^is) 

2 — 7;l/to7x=/V) -N' — n^n fc'/W7 1/7, 
N — ( 4 — ( 6 — v^T / — 7 — (3- (4-^;V*!)7) ^htK^^) -4 
-^/y/l^) ^-^v'^xi^/V) -N' - (3- {^^-;v^jv^=^;v) 7x-;v) 

20 4— (4— ((->^n7nt>7$y) #/V/f?;=./^) 75/7xy^v') - 7. 

.4— (3-7A'tP-4-((2-7A'toxf/l'7^) 7J/V^=/^) 75 
J -7-* h*ci/- 6-*rS V > % /Vtf 5 h\ 

N6- (2 h^v-^^/V) -4- (3-^t3P.-4 - (((^W5/) 
25 7 5/ ) ^aiydri/) - 7 h 6 y /Vtf^-f- 

5 h\ 

■ 4— (4- (3-if;>|)WK) — 3 — — 7x7 3rV) -7— / 

h^v^/.y 6 -Tj/i^^^y ^ 7-7-7 K (2-^7/if^) 7 

5 K 
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N- (4- (6- (2-^7/^) ' iJA/>^>(/V—7 h^V~4- 

-j&xt (II) X*m&tiZ>4t&V>}<D £ Lttt, 
4— (3-^pd-4- n 7 s p tVl^T ? / ^/^^^) 7 ^ / 7 x / 

drvO - 7 -y h^riX- 6 -df/ y l^/Waff^M^ h\ 

4- (3-^nn — 4— (xf;k7 5/ *^^) 7U7iMv/) - 

N6-^ (3-^nn— 4- (((^n^B^7 5/ )"*/l' 

4- — 4- (^^7^/^/^^) 7U7x/^)- 

. N6-^ b^ri/-4- (3-^bp-4- (((i^;V7^/) ^7^7K^/M 
T^y) 7x/*'» - 7 -y h^v-- 6 V >jj;U7$*f-y-* KSr^rf -5 

— ass* (ID "b^ii&Mi: L-Cfi, 4- (3 

— ?T3V — 4- (->^ n^u fcVkT^ y 77/1^-/1^) Ti/7i/'^v') -7 

-y h^v-- 6 -^y y i/7J/^#>f-$ K (S: (iv) #bb) 

VEGF u-tezf?— -l£m.^y!}W<DMi>&Mt£M(D— o£ LTte:. 4- 
(3-^nP-4- (->i7 n7o \f;VT % / -fr;Vi£~;V) T "5 S 7 ^ y drvO 

- 7 -y h^v— 6 -=3f-y y ^tj/wK^It-^ p(D**^x/yfc>'Wtm.&mTZ> 
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5 



10 



15 



20 



HO 2/3 2 8 7 2^V7Wy h (W002/32872) 33 «k t^H^^W^ 2 0 0 
5/0 6 3 7 1 3f/^7I/y h (W02005/063713) (£>V^1* tt^{-|Eife$tt7?:^ 

(b-3) — ksS (in) 

(III) 




(III) 



vmtstiz it&m &mi?&^tfcx*%z> 0 —hb&; (m) -^/(i) -e 

(i) R 1 1 



a 



N 



N 



A, 



o 



N 



o 




N 



HN 
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(ii) R 1 2 

(iii) v al3 . 

(iv) A 11 

(v) R 4 

(vi) R 5 . 
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(vii) R 9 

—m^z (in) "Tf**tL5-fk^«j©»ai'5i;^it b-t»4, 

5- (2- (((4-kKn^^-4-^.f;Hf'<y^-l-^;v) 

T^y) t°y S^- 4 — f/V^-^v-) -1H-^VM-1-*;HI? 
10 >Wt K v 

Nl-^f;V-5 - (2- ((4-t Kn^r^tViJi;/) tf/Watf^/lO 
/ - 4 - bf V ^-^V- 1 H - 1 -<T ^ K— /l^/M^if 5: h\ 

(2- (((4- (if p >) i ->f /w) t'^y^y- 

1 — C/U) #/I/7}wl/) T ^ /) . t°y v^- 4 -W >VHr*%S) -lH-l-'f 
15 >- K— /Kfr/l^^rl^ K, 

Ni-^f;v-5- (2- (((4- (t'^i?y-i->f;v) t'^y^y- 
i — f/v) ^7>^=/i^) t ^7 ) -1H-1--Y 

20 N4- (4- (1- (y^/l^T^y) */^^-lH-5 — f is K U yv) 
^"^i/- 2 - t° y S?/V) — 4 -^-/VTfc y l/^/M?^' * K 

— jrs: (in) -e^ti^-fb-g^te, ^<7)^fe^Mit-e#, Miff, is^ 

H§H2 004/02043 4f^y7l^-7 h (W02004/020434) iCfB^ $ tl/7c^" 

25 &tJ;otltt5ii^-c#5c 

(B-4) VEGF U-^^^ — ^r'r—^f\i&Wmn.(DMci$-M 

(1) N- (4 — :/n^e— 2 — -6-^h^->-7- [2 
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- (lH-1,-2, 3- hVT^S— As— 1 -4 M h^vO ^rt/D 4 
-75^ (^T> TZD4190J ^^V^5o Cancer Research. , 60, 970-975, 2000. 
Journal of Medicinal Chemistry., 42: 5369-5389, 1999.) (□£ (V) #BS) , 



(2) N- (4-7*12^- 2 --7;u$-v7 zl^/U) -6-^ Mf-V- 7 — [(1 

TZD6474J jocfct) 5 Tvandetanibj i:t)V^o Proc. Am. Assoc. Cancer Research. , 
42, 583, 2001, Journal of Medicinal Chemistry., 45: 1300-1312, 2002.) 

(5£ (VI) #HBh 



(3) 3- [(2, 4 - ^^t°n- /U- 5 —AM ^ l^] - 2 — f >- K 
(J^T>. TSU5416J 4oJ;tK TseraaxanibJ £t>V^5o Cancer Research. , 59, 
99-106, 1999, Journal of Medicinal Chemistry., 41: 2588-2603, 1998.. 
US5792783) (a£ (VII) #flg) % 



(4) (Z) - 3 - [(2, 4 -vM^/V— 5 - 1 , 2-v^fc Ko 

■-Yi^K— /k-3 — f yf>yW -lH-t°n-;V-3 — f/V) -^at°^- 
— 7Vy K (i£lT\ TSU6668J i t>V^5o Cancer Research. , 60, 4152-4160, 
2000. Journal of Medicinal Chemistry., 42: 5120-5130, 1999.) (^ (VIII) 





F 



Br 




49 



WO 2007/015578 PCT/JP2006/315698 




H 



(5) 5- (5-7/^n-2-t^y-l, 2 — v? t: K n -f is Y—;V— 3 — 
-fyf^^f^) -2, 4 — *f~ty— 1 H— t°C2 — 3 -^/^ d rv / y y 
5 ^ T*sy K (2-5?xW5/sf/V) 75 K (WT^ TSU11248J 

5 0 Clinical Cancer Research, 9, 327-337, 2003. Journal of Medicinal 
Chemistry., 46: 1116-9, 2003.) (IX) 




H 



(6) N, N- &*fA>y.y 3- {5, 6, 7, 1 3 -T h *7 t Ko - 9 

io -'[(l-^f/vxf^) -w] -5-w-i 2H — (2, 1 

-a) t°no (3, 4-c) */^)/^-l (J^ 
T\ TCEP-7055J it>V^5o Pro. Am. Assoc. Cancer Research, 43, 1080, 2002, 
Journal of Medicinal Chemistry., 46: 5375-88, 2003.) (i£ (X) 




(X) 



15 (7) 3- 2, 6 - 9 j"7 tVfxi -^^S^/I^^r iy) -5 - [3 
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- (4 - t°n y *J-y— l -4 ;v--y^-?v) -<>WK] yf 4 

T\yy K T $ K (WT, ICP-547, 632J i:t>V^ 0 Cancer 
Research. 63:7301-9, 2003, WO 99/62890) (5£ (XI) BM) , 




(8) N- {2-^nn-4- C(6, h 4 — *?1-*S V =- >V) 3r 

^v-] :7ai:=./W — N.' -^alf/V!?l/7 (£*T, TKRN633J £ fcV^ 5 0 Molecular 
Cancer Therapeutics. , 3:1639-49, 2004., WO00/43366) (XII) #BB) , 




(XII) 



(9) 1- (4-^nn7=y/) -4- (4-f U^M^/W) y^^V-ls 
10 (J£tT, TPTK787/ZK222584J 4o£l7 IvatalanibJ £&V^5 0 Cancer Research, 
60, 2179-2189, 2000, J. Med. Chera. , 43:2310-23, 2000., W098/35958) (^ 
(XIII) #BHJ, 




(XIII) 

(10) N- {2-^c3tn-4 - [(6, 7 - H^rV- 4 U ;V) 

15 >-] T7^— -N' - (5-^^/1^-3 — f y^f yy» (WT, 
TKRN951J i^V^5o W02002/088110) (i£ (XIV) #fiB,) , 
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(11) 4 - [(4 -7;U-frT2 - 2 f;W V K— ?V- 5 —<4)V) - 
6-^ [3 - (t°C3 y v 5 ^- 1 -^/l/) /n^v'] 

(JJjITs TAZD2171J t h V ^ 5 0 Cancer. Research. 65:4389-400, 2005, W000/47212) 
5 (5£ (XV) #flg). % 



H 




(12) 6- [2- ^VM7/W^^/I^) 7i=^^77= /V] ' — 3 — E 

- [2- (^1^-2-^^} m^^/k] (ZkT. TAG013736J 

bh^^Jo American Journal of Pathology. 165:35-52, 2004. N W001/002369) 
10 (afc (XVI) #BS). 



H 




(13) 5- ((Z) - (5-7/Utn-2-t^y-l, 2-v?fe Kd-3H 
— 4 > K— A'- 3 --f y f>-) ^^^) -N- ((2S) -2- t 
■^EvWafc ])>- 4 — f/vynf;!/) -2, 4 - v 5 ^ ^/U— 1 tf n — yV- 3 - # 
15 /Hd?3f"#-5 K (£(T, TSU14813J tt>V^5, Proceedings of the American 
Association for Cancer Research, 46, (Abstract 2031), 2005) (a£ (XVII) 



WO 2007/015578 



PCT/JP2006/315698 




(14) 3- ((3r/y>- 4 — f/l^^vk) T^7) -N- (4- (^7/1/ 
to^h^) 7x^/1/) f-t7i,y- 2 — Tj^^^r"^^ K (£*T\ ["0SI930J 
5 it>V^5o Molecular Cancer Therapeutics. , 4:1186-1197, 2005.) (it (XVIII) 

mm). 




(15) 6— (2, n7x=;V) -8-^f/W2-7x=;V7^ 

/-8H-t°y K[2, 3 - d] try ^ v>^- 7 -a-l' (WT, TTKI-28J £ t>V^ 
10 5 o Cancer Biol Ther. , 4, 2005. ) (it (XIX) #flg) „ 




(16) 2- ((1, 6 -5?fc Kci- 6 -^-drV- v 5 ^- 3 — f/Upt ^;V) 
T^J) -N— (3- (MJ7/^O^f7V) 7s=/P) - 3 - t°U v?^-^^ 
^^•f" 5: K (l^T^ TABP309J t h 5 o E0RTC-NCI-AACR Symp Mol Targets Cancer 
15 Ther., 2, (Abstract 172), 2004.) (it (XX) #f$) x 
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(XX) 



(17) 4- (4- (4-^an-7i-;V75/) - ~7 'o [ 2 , 3-d]t°y 
K 7* ^~/VT ^ K (£*T. TBAY 57-9352J £t>V^o W001/23375) (5£ (XXI) 

5 mm), 

H 

(XXI) 

(18) N— (3-h57A'to^f;V-4-^nB7x=A') — N' - (4 — 

Ts r BAY 43-9006 J XSXTf TsorafenibJ tt>V^5o Cancer Research., 64, 
10 7099-7109, 2004, Organic Process Res Dev. , 6, 777-81, 2002. ) (^ (XXII) 
#R8K 




o 

(XXII) 

(19) 4-7-;y-5-7/Vtn-3- (6- ( 4 - 7< f-jV— H'^-v *Jl/- 

i — < jv) - ih — *jr-s—/u- 2 - ih-^/ jj 2 
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^ (UT, TCHIR258J irtV^, Clinical Cancer Research. , 11, 3633-3641, 
2005.) (5£ (XXIII) #H8h 




H / 



(XXIII) 

(20) 4- (4- (l-75/-l-^f/V-^) '—7^=. /V) -2- 
5 (4- 1^-4 — f/V-rc^lO -7x^7^7) —\*V$i? 

y - 5 - ts >Vi$=- V y /V TJNJ17029259J £ t> 5 0 Molecular 

Pharmacology., 66, 635-647, 2004.) (5£ (XXIV) IMSK 



H 




/CiH 2 



(XXIV) 

(2 1) [6- [4- [(4 -a^/Hf^ 1 -4^) ^^/I/] :7^~A-] 

10 -7H-t°no [2, 3-d] t°y - ((R) - \ -7 ?l=-jV 

^^A-) 7^ (£t.T\ rAEE-788j i: t>V^5o Cancer Research. , 64, 4931-4941, . 
2004. . Cancer Research. , 64, 7977-7984, 2004. ) (it (XXV) 0M) , 




(XXV) 

(22). 9- ( 1 -^/l^ h=¥v/) ^f/v-12- 
15 A) -6H..7H, 1 3H — f^f/ [2, 1 -a] n [3, 4~c] #/W<;/ 

— A- — 5-t>-(£J,T^ TCEP-5214J i: t>V^ 5 o Journal of Medicinal Chemistry., 
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10 



46, 5375-5388, 2003. N Cancer Research. , 63, 5978-5991, 2003. ) (5£ (XXVI) 

mm) . 




(XXVI) 



HO 



(23) N— (2, 4-^7;l/to7i^;I/) -N' - {4— [ (6, h 
^r->- 4 -dr7 !) yk) -^-^r - 2 - :7/I^n ~7 UT (^T. 

rKI-8751 J t t»V^ 5 o Journal of Medicinal Chemistry. , 48, 1359-1366, 2005.) 

(5£ (xxvii) mm). 




(XXVII) 



(2 4) N- [4- (3 ■— T 5 / - 1 H-4 JU— 4 — y^—jV] 

— N' - (2 — ^Ao^n- 5 — y f;l/7x=;P) (£JT\ TABT-869J £ 

V A 5 o Proceedings of the American Association for Cancer Research., 46, 
1407, (Abstract 5981), 2005.) (^ (XXIX) #flB) . 



H 2 N 




15 



(XXIX) 

(2 5) 2-y^vl^-6- [2 - (1 -y^/k- 1H--T = 
[3, 2-b] t°Vi?>-7 — {;VJr3ci/~\ - 



zisy? [b] ^^-^^ 
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is- 3 -#/V^3rv-y T-yyY J-^-jVT^Y (WT, TAG-028262J t 

%V^5o W003/06462. US2004/009965) (x£ (XXX) . 




(2 6) (R) -1- (4 - (4 -yjVJrv- 2 -J-'f-jV— 1H--T ^ K— /V- 5 

-5-^^^t°crn [1, 2-f] [1, 2, 4] hUTv 5 ^- 
6-^/l^^-^r->) ^5/^-2-^-^ (.SAT. rBMS-540215j £:&l^5<, 



Proceedings of the American Association, for Cancer Research. , 
(Abstract 3033), 2005.) (i£ (XXXI) #10 „ 



46, 




. (XXXI) 

(2 7) (S) - ((R) -1- (4- (4 2 —ff-JV- 1H--Y ^ K 
— /V- 5 — -Y/l^^iX) - 5 - ^ ^A- 1° n n [1,. 2-f] [1, 2, 4] hy 

(iy.T. TBMS-582664J <t 0 0 Proceedings of the American Association for 
Cancer Research. , 46, (Abstract 3033) , 2005.) (5£ (XXXII) #10 N 




(XXXII) 



(2 8) 3- [(4-^e^/J^y>-4 — ^ /) — ^^l^] 
1, 3-^tFn^yK^-2-ty (£>(T, TAGN-199659J £t>V>? 
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WO2003/027102) (i£ (XXXIII) #RB) „ 



10 




(XXXIII) 

(29) 5 - [[4 - [(2, 3-v^^^-2H — f Z/&"S~-jV— 6 — f/U) ^ 

7-jVT%/i t°!)r^-2 — i ;v\ 7^/1 - 2 — ^/w^if 

7$ K (J^Ts TpazopanibJ ^fitt TGW-786034J t^V^o Proc. Am. Soc. Clin. 
Oncology, (Abstract 3054), 2004.) (a£ (XXXIV) #H8) , 



N— 




(XXXIV) 

(30) (3Z) - 3- [6- 1^-4 — {jV^-Y^is) Jr / P y- 

2 (1H) -- TUry] -1, 3 -i?fc Ka- 2H — f >- K— ^- 2 -yfrl/ (&L 
f, TYM-231146J i: t> 5 0 Biological and Pharmaceutical Bulletin. 

28:2096-2101, 2005.) (i£ (XXXV) #flg) % 

•O. 




15 



(XXXV) 

(31) 2- ((2- ((4- (4- (4- (tert --f^-JV) T =- V J) 7 
^7^r-» -6-^ h^-t-^/JJ/l/) ^j"^) ^^/^) 7^/) -1- 
m^y— /!✓ (^T. TKI-23057J £t>V^5o W02003/033472) (5£ (XXXVI) #J$h 
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H 




_h|E ZD4190. ZD6474. SU5416. SU6668. SU11248. CEP-7055. CP-547, 632. 
KRN633 s PTK787/ZK222584 N KRN951 > AZD2171,AG013736.SU14813,0SI930,TKI-28, 
5 ABP309. BAY 57-9352. BAY 43-9006. CHIR258. JNJ17029259. AEE-788. CEP-5214. 
KI-8751.ABT-869.AG-028262.BMS-540215.BMS-582664.AGN-199659.pazopanib. 
YM-231146 $3 KI-23057 tt N 'Jk$SHDjjW;-CM&1r&Z- t fflx,$£^ 

■ */c, *3SKtCj3V>T. VEGF l/tr^-^t- tfa*4S»fttt, 
10 BIBF1120 (W001/27081). ZK304709 (Proceedings of the American Association 
for Cancer Research, 46, (Abstract 5842) , 2005. ) . Exel7647 (E0RTC-NGI-AACR 
Symp Mol Targets Cancer Ther. , (Abstract 134), 2004. ) . AMG706 
(E0RTC-NCI-AACR Symp Mol Targets Cancer Ther. , 2, (Abstract 151), 2004.) 
*5 i GW-654652 (Blood; , 103, 3474-3479, 2004. .Proceedings of the American 
15 Association for Cancer Research, 44, 9, (Abstract 39) , 2003.. Proceedings 
of the American Association for Cancer Research, 44, 9, (Abstract 40), 
2003.) &£f3ripl-f £ w t&X%Z> 0 BIBF1120. ZK304709. Exel7647. AMG706 
&&Tfi GW-654652 tt . &;%a<Djjfe~?W&tZ> -i^ttS, 

20 (C) £tVEGF U~kzf?~- 

^mw\z.$s\,^x ^vegf mwyoWfe.- wx-\-£, vegf y*z-79— ^w-^m-f z> 

r bfrX^&o -JrC VEGF U±^?—#imi, VEGF Uir — * fcfi^:(0§|3^»f 

K-^iafptt^^r-r^^-cfe^o *t:vegf u±zf?— ifcm*, VEGF ^t^- 

25 -tZ^mtfifcXhZZ.tm^ Ll\ trCVEGF Wi? — jjCftWf^Mte. ^tf) 
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Jft VEGF tfi{£(Dm&Jj&k t mmiZ L-CMtS ri#"et5, fcl VEGF U-Z7>? 

fc. SSEtt#:©rWy^>r^W:4*tc|RS$iL*V^'*^ i/L VEGF Wr:/*— £t 
flttt, ^cD|ff>^-^r^:{i-^fe ! L^'T 5 *)oT^iV^ VEGF fctftwfatt 

5 • 5r#flf0o 

ijCVEGFWr:/^ — jftft^.g?* b< f*'2C3antibody(US6524583, US6676941). 
IMC-1121b (US6811779). IM018F1 (Proceedings of the American Association 
for Cancer Research, 45, 694, (Abstract 3005) , 2004. ) . IMC-1C11 (US5747651) . 
IMC-2C6 (Proceedings of the American Association for Cancer Research, 44, 
10 1479, (Abstract 6454), 2003.) ft if £r^if £ C t 5 C 2C3 antibody. 

IMC-1121b. IMC-18F1. IMC-1C11. IMC-2C6 te. -&%a<Dj5&;-?%T&t Z> r. £ ^"C 

(D) -eoffcCO VEGF VRWyvW . 

15 . ;£B5m-:£^T.VEGF PfiW#JSfW:. 0«l;tfif. PI88. AVE-0005 (Proc Am. Soc. 
Clin. Oncology, (Abstract 776), 2003.). EG-3306 (Biochera Biophys Res 
Commun. , 302, 793-799, 2003.), RPI-4610 (Angiozyme (M^H). US5180818.. 
US6346398). 2 - (8 Kp^t^- 6 h^->— 1 —Hr^V — 1 H— 2 - 
*<zs *S \£ *7 is - 3 -<i/v) -fn \£Hr=-yt Ti/v. K (J£*T. Tnm-3j i: fcv>? 0 

20 W097/48693). 5 - [N— * ^7W— N— (4-^^f^^'>7x^) Tir 
f A'] / 5; - 2 - ^ Wt^y /'f y ^ Ti/y K (J£*T. TVGA-1155J £ 
t>V^5o Anticancer Research. , 24, 3009-3017, 2004.) (?S (LII) #flg) . 




^(CH 2 )i7CH 3 
(LII) 

VEGF trap (The Journal of Clinical Endocrinology & Metabolism. 86(7), 
25 3377-3386,. 2001.). pegaptanib sodium (Macugen QgMMWd) & <*f £r^Pl"f<5 
rt^t*§5o PI88. AVE-0005. EG-3306. RPI-4610. NM-3. VGA-1155 $o£U- 
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VEGF trap fl, £&n<Djf&-VWtr Z - t &X*% . M^f^\ ^tt^cD^^ 
|Btt$tirc^j£-eMiit-r6-^^-e#6o pegaptanib sodium f3 N 

-f If— tt/^ib Macugen 3r^Alh<5 ^ £ }C «fc o T, A¥t5 CI t # s "Cc? 5 Q 

5 . (E) FGF ls"£zf# — ifmW^oW 

^mm^^^X, FGF Wi?^ — ifPfiW^fftev #J;ite\ 

(1) 1- [2-T^V-6 - (3, h^^^^c^/i/) -t°y K (2, 

3 - d) fc°y ^ 7 -4/^1 - 3 -tert-^^A-? 1^7- (£*T\ TpD166866j 

t t>V N 5 o Journal of Medicinal Chemistry. , 40, 2296-2303, 1997) (iS (XXXVII) 
10 #Mh 




(XXXVII) 



(2) 1 -tert-^^vl"- 3 - [2- (4-^xf;V7^/) 7'.f^7 ^ 7 - 
6 - (3, 5 h^v^^i — /!/) -try K. (2, 3-d) t'!l 

!)V7 (£1T\ TPD173074J EMB0 J. , 17, 5896-5904, 1998 N 

15 US5733913) (XXXVIII) % 




(XXXVIII) 



(3) (S) .— ((R) -1- (4- (4 — — 2 -^fvW- lH-^T ^ K— 

jV- 5 --f/Vo^v/) -5-^f;l/t'DD [1, 2-f] [1, 2, 4] hyT 
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(BMS-582664) (s£ (XXXII) #RBK 

(4) 4- [4- [N- (4-=hn7*=/l') WW] -1— fc^^v 5 
— /W] -.6, 7— if* h^rv'^rt/y ^ (^T N l"CT-052923j ^ t> 5 o 
W098/14437) (XXXIX) „ 



(5) 4 -T 5 / - 5 -7^n - 3 - (6 - ( 4 - * <f->V— fcV<7 v>>-- 1 
(CHIR258) (iS (XXIII) #flBh. 

(6) 2- ((2 - ((4 - (4— (4 - ( t e r t - Zf/f-fV) T =- V' /) 7 x 

- 6 — ^ h^r->- 7 -*c/ ]) JV) ^-drv-) m^/U) 7 > 7) — 1 
^7— 7W (KI-23057) (5£ (XXXVI) #f$) % 

(7) (Z)-3-[(2, 4 -v?y?vU- 5 - (2 -sf-^y- 1 , 2-i?t Kn 

— f yf y^f^) - 1 H— t°n— 3 — 4flS) -^nt't 
7->y K (SU6668) (5£ (VIII) #fl8) if Sr^iif 5 - t 5„ 
PD166866, PD173074 > BMS-582664,CT-052923 N CHIR258, KI-23057 :*o <£ SU6668 

(F) feiFGF l^-fey 0 ^-^ 
*»WI-*3V^T, FGF P1*#jK« v 0|x.|f, #CFGF l/i? y^ -fctffc£r^f 5 
;H>ft5„ ^cfgf u-f? ? —fom*. FGF u-fey 0 ^— *fctt-t<D*B#SfJr- 
t«|Ptt*.tt5Si:f*:^fc5. FGF U-fey^HftfrHu FGF U±zf? — &m 



H 




(XXXIX) 
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15 



20 



^a^ftrefcS bv\£tFGF u^-f^— ffi#©fls«tt N #ifc©#i;vEGF 

^<7)T-r y^-i'^i^f-Ps^^tL^v^ ^fgf u^yp—tfimt, 

(Dmn^tM—^m^i^h^xhX^^ (m&<Dtfi vegf £i#:cDfE]fc&#F!g) 0 

(G) PDGF — 3c~3 — i?PJ.*^K 

^^PJ^feV^-C, PDGFPfi^Rtt, PDGF U±7"? — ^ i£PJ*#J 

5; £^-e£3o PDGF Wir^ — df-^— m*#jfm. MxJi\ 
(1) 4- (4 f/l/^^^^- 1 — fA't^A') — N— .[ 4 — ^ 'f-JV— 3 

- [4— (3 — t°y^/v) t°y 2 — f^7^/] /w] ^o-if^ 

75 K (WT, r-r-v^=^J irfcv^o) (5£ (XL) #P£h 




(XL) 

(2) 6- [2- (^^vv#/w^^vp) ^^n^^/i/^r— /i^] -3 — E- 

[2- v 5 ^- 2 -^/W) zn^rcn^] ^f^V— (AG013736) (XVI) 

(3) 1- {2- [5- (2 h*ci/-^ h^fv') -^ZS-SJ JV- 

i-^yv] y 8 — f/W -t°-<y (.£*T\ 

rCP-673451 J £ t>V % 5 o W02001/040217, Cancer Research. , 65, 957-966, 2005.) 
(i£ (XLI) #PSh 

NH 2 




(XLI) 
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(4) 4 - [4- [N- (4-=Fn7x=/V) iJ A"*r£4 fr] - l- t^7^ 
— ^] -6, (CT-052923) (5£ (XXXIX #*$) % 

(5) 4-7?y-5-7^tn-3- (6- (4 - ^ f^- k°^7^^- 1 

-^r/k) - ih — <>X4 s.?v*— j>v— 2 — rvw - iH-^y y ^- 2 -^-v 

(CHIR258) (5£ (XXIII) #R8h 

(6) (4 { 4 - [(6, ' 7 h= 3 E L v'-4-=^/ V 
JU) ^-^r->] :7;n=/W *#l/jtrZs (£(T, TKI-6896J £t>V^5 0 Bioorganic and 
Medicinal Chemistry Letters. , 7, . 2935-2940, 1997.) (5£ (XLIII) '#flS), 




(XLIII) 

(7) [4- (M)7/l'tn^f^) 7x=^] — 4->fy3r 

/^y^drlh^ K (J^T, fief lunomidej £t>V>5o) (*£ (XLIV) #J$h 




(XLIV) 

(8) trans- 4- [(6, 7 - v?y h J ^ V Is- 2 — f /W) 7^7] 

v^n^^/ — /V (J^T. TRPR-127963EJ £:t>V^5o) (s£ (XLV) #BBJ . 




(9) (Z) -3- [(2, 4-^fvU-5- (2-^-=ary-l, 2-v?k Kn 

^iy^ Ti/-y K (SU6668) (a£ (VIII) % 

(10) 5- (5-7;^n-2-^7-l, 2-^tKo/fyK-;V-3 
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— j V tfls'tT-'M - 2, 4—i?*7-/l'- 1 H— 3 -ft/lsTS^-i/}) 

Ti/*y K 75 K (SU11248) & (IX) # 

(11) 1 - (4-^nnT^yy) -4- (4 - 1? !) vvl^ ^vl^) 7 ^ 9 & 
5 ^ (PTK787/ZK222584) (5£ (XIII) . 

(12) N- [4- ( 3 - 7 5 / - 1 H-^ y^Y-;u- 4 r7^~A-] 
-N' - (2 - 5 - ^f^7x-^) ?W (ABT-869) (z£ (XXIX) 

-t'^r5 : -^^\AG013736,CP-673451 N CT-052923 > CHIR258.KI-6896aeflunomide N 
10 RPR-127963E, SU6668, SU11248, PTK787/ZK222584 *5 «£ Xf ABT-869 <&£n<D 

15 

(H) irCPDGF Hr:/* — trCffc 

;£B?m-:fc^-C. PDGF |3£*#)®{i. #!j;U3\ #C PDGF Wr^—^ffc^if 
Sr i^-Ct^o 3tlPDGF Wt^- trC^fi, PDGF ^ —^tM^^U^ 

KlrK-iilfPttWi-a^-Cfe^o fetPDGF U-te7°?—ln,m-Z. PDGF l^i?:/^ 
20 -£i&ft L |£-£-r 3 PDGF <£>f£'|4, 0*1*. tf> JhVft&Mif m^l4£PJ, 

(7)^VEGF^(7)^it^i:lll#^bT{^-r^r i:^-e^^ o jftPDGFUi?:/ 
£fc, ^^Kfr©7-Y y^^7°«#(-P5S$tl/^V\.^fc, trCPDGF Hz:/* — 

25 tfLmx. ticftoBrfrtLtili— *<ft£t#-c*>o-cfc £v> («jfi©St vegf £tftwi2 

*ES:#fl8)o 

(I) EGF l/1r:/* — ^— ifRi/S^fC 

^K(-*5V>T, EGF P£*^Kfi, ^!jx.«EGF Ix-fe^* — ^-7"— if mM^)% 
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uu— A-^/VJrvy =^=-JUT % /) - 7 h 6 - (3- (4- 

/ )-7 B nzK^v'-^t/y §rv^v\ ^co*it^;^j^T^>^: (xlvi) 




N' ^ 

^7t, #-7 4*f-=^'7<DftWLfcb'}ft* H^<kPfl^9 6/3 3 9 8 0f/^7l/ 
jx > (W096/33980) ^fB^ftTV^/tt^&Sr^f 5 CI £ ;£> 0 

96/33980 V' y h (W096/33980) , #fFH 3 04 04 8 6f 

(JP3040486) *5 «fc tF^S^fF^ 5 7 7 0 5 9 9 -^jfeB* (US5770599) <7)V^T 
ft I B«c $ ft ^ jfe fc: «fc o T Mifi 6 - i: & X £ 3 0 

£7b, ^7^f-7'lt 7^ h7^*^b Iressa (MH^tf) St^AI" 

*mwfc&i\,^x, egf u^-^^—^-i—^mm^K^ mz.t£, ^n^= 

7fci^©i^^^ffS r £ 6 Q ^/Po^^^irfi, 4- (3-^ 

f^7i^75/) —6, 7 - (2 h^rv^ h=5r>0 -^r^/y 

v^vh\ ^:co#it^:^mTco^: (xlvi i) {c^-r 0 




(XLVI I) 



9 6/3 0 3 4 7f^y7U 



5/ h (W096/30347) ld|E<fe$ tlX^Z>{t&to&¥tf 5 r b &X% 5 0 
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H§H 96/30347 UyY (W096/30347) , IftffM 3 0 8 8 0 1 8^ 

(JP3088018) <fc ^ff 3 4 2 0 5 4 9f (JP3420549) ©V^Ttl/^^IBftS 

^fc, i/Hnf^/fj:, v^^c-^^-r^^th (Genentech ?±) Tarceva (g 

(1) N— [3— ^no — 4-[ (3 - 7 n ^<ls -J ;\>-) t^'>]7x=^] - 6 
-[5 -[[[2 -{ff-fV^tVib— ^)xf^]7; / J^^/W]^^^- 2 -^vki 

(N- [3-chloro-4- [ (3-f luorobenzyl) oxy] phenyl] -6- [5- [ [ [2- (methylsulf onyl 
) ethyl] amino] methyl] furan-2-yl] quinazolin-4-amine) (£AT\ TlapatinibJ 
irfcV^o ffl^<kMli9 9/3 5 1 4 6f^y7l/y h (W099/35146) „ Cancer 
Research., 64, 6652-6659. 2004.) (it (XLVIII) #J§h 




(2) N-[4 — [N— (3-^n-4-7Wn7x=;V) 7^/]-7-[3- 

(N- [4- [N- (3~chloro-4-f luorophenyl) amino] -7- [3- (4-morpholinyl) propoxy] 
quinazolin-6-yl]acrylamide) (ijl.T\ TcanertinibJ £: tyV" 1 5 o Clinical Cancer 
Research., 10:691-700, 2004. % W02000/31048) (□£ (XLIX) 
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(3) (2E) -N-[4-[ (3-^do-4-7;^o7i^) T%/]-3 
->>77-7-x h^r->- 6 / V =- M~ 4 - (^W^/) -2-^ 

5 ( (2E) -N- [4- [ (3-chloro~4-f luorophenyl) amino] -3-cyano-7-ethoxy-6-quinol 
inyl]-4-(dimethylamino)-2-butenamide) {^X~f ^ TpelitinibJ. t~h^^D 0 
W02003/50090) (iS (L) BM) 




(4) [6- [4- [(4 -x^;HfX7i^y- 1 -'f ^) ^Vl"] 7^^/^] 
10 -7H-fc°nn [2, 3 - d ] fc° ]) % 4 — >f >V\ - ((R) - 1 -y 

T'Kls (AEE-788) (a£ (XXV) #B8h 

(5) (E) -N- {4-[3-^nn-4- (2 - fc° !) S^/Vp* b^vO T~ 
!)/]- 3-V7/.- 7 — rc. h^riy- 6-^7 !i 4 - (v^ f/U7 5: 7) 
- 2 — ^KT5 K 

15 ( (E) -N- {4- [3-chloro-4- (2-pyridinylmethoxy) ani 1 ino] -3-cyano~7-ethoxy-6 
-quinolinyl}-4-(dimethylamino)-2-butenamide) (fitT, IHKI-272J t^V^? 
Cancer Research. , 64, 3958-3965, 2004. „ Journal of Medicinal Chemistry. , 
48, 1107-1131, 2005.) (iS (LI) #J$) % 
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(LI) 

^mm^^^xi~x. 4 - (3 -^=- /V7x^7^ y) - b, (2 

5 £ riW* bVV 

lapatinib, canertinik pelitinib., AEE-788 & iU 5 HKI-272 <k£P<D;fr 

10 ARRY-334543 (Am. Assoc. Cancer Research, A3399, 2005. ) N MP-412 (Am. Assoc. 
Cancer Research, A3394, 2005. „ Am. Assoc. Cancer Research, A3405, 2005. ) 
ttif&mfZZk&X^Zo ARRY-334543 N MP-412 W\ £&a<Dj7&T*9£&t Z> 

15 (J) #CEGF U'tzf?— tfifc 

-*35w^*3v^, egf mnyoWte. m*.t£. #legf ^-fe^— &&&&&& 

ri^T'tSo #CEGF U~t-7?—tfim-t. EGF Z — ^tzJ&ZzCKUftWft 

i^Ptt^Wi-^^TL^-CfeSo in EGF U±^?—#im-Z. EGF Wir:/^ — £fg 

iL^tsrtr% egf ©gtt, 0>J;ttf, jkWF^*[fiJM^te£l&*^5 

20 ^fil^t^-efeS - bV\^CEGF W-feT 8 ^— ^(O^fi^x&^fctVEGF 

^©Kat^-isfe t mmtz. vxitm-rz r. t s 0 egf u-t y ^ -^« n 

#<DT<4 y.*'f7H;mz.1&l££tll3:\,\ ie.1t, fctEGF ^m~i. tn.fc 

<Dm)i&1tti—*m8ttir?1b<> X h «t (^5£ <£>£t VEGF ^f£tf>fE*c£#BB) o 
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m I- & V ^ #C EGF Wir^^— JrC^f*,. $f * L < ft-fe^^->^^ 
(cetuximab) &rapt7* <5\I t # s ~Clr 5 0 

-fe^^^-^yfi, #M 2002-114710 -*§-4^g (JP2004-1 14710) ^fc^#PB¥ 
2-291295 (JP2-291295) {CfS^O^fe^ J; 0 A^-T^ £ £ &X*% -6 C 

^fc, ir^^^-^^fi N Merck ttfrb Erbitux (M!;MI) £r®A-f 5 ^ £ 

^I§BJ^*5V^-C. fet EGF U-^^/^—^m-t, niraotuzumab Z> ^ 

^^•et^o nimotuzumab fi, gfc'JWrFU 2 0 3 1 2 6 ^SH^* (EP203126) 
^7hfi*H#rF^5 8 9 1 9 9 6 ^m'M^ (US5891996) ^fa^O^fe^ J; 9 A 

^fc, ;£3§ID3 t^V^. #C EGF V 1? v' 0 ^ — #1 f£ , panitumumab (CAS 
339177-26-3^ Clinical Colorectal Cancer. 2005; 5 (l):21-3. K matuzumab 
(CAS 339186-68-4, Curr Opin Mol Ther. 2004; 6(1) : 96-103. ) , IMC-11F8 (Am. 
Assoc. Cancer Research, A5353, 2005.). MDX-447 (ASC0 18: 433, 1999) ft 



(k) ^m^mm&m<v^£xfmmu%) 
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nz> 0 mm^mn, w*-t£, ik*famti:t£*msfzzL turns. 

15 . (L) St VEGF fet FGF #tfls\ #C PDGF Sift, in] EGF irCffc 

*^wi-*3v>-c. vegf ttmz, vEGF &tzte^(DnftMKtm%it± : $:ft-r 

Z>tftfcX*hZ) 0 #C VEGF#L#:f3\ VEGF L^-n"t5 t i:T% VEGF <E>jfMfl*3 

#C VEGF M*Lfi\ atfy^'n — TvMKfl^ ^y^n-t;« ^r^ 

20 —;fc§t£lf£(scFV) (Huston et la. (1988) Proc. Natl. Acad. Sci. USA 85: 

5879-83; The Pharmacology of Monoclonal Antibody, vol. 113, Rosenburg and 
Moore ed. , Springer Verlag (1994) pp. 269-315) „ t bittfifc, ^WM&tri 
W- (LeDoussal et al. (1992) Int. J. Cancer Suppl. 7: 58-62; Paulus (1985) 
Behring Inst. Mitt. 78: 118-32; Millstein and Cuello (1983) Nature 305: 
25 537-9; Zimmermann (1986) Rev. Physiol. Biochem. Pharmacol. 105: 176-260; 
Van Dijk et al. (1989) Int. J. Cancer 43: 944-9). t hfn.t$& XXI. Fab. 
Fab\ F(ab' )2. Fc N Fv if ©StttWr/ffc btl. £?l£L<J«/^n 

—rn'tiLfc&ibtTbfiZo St vegf mm*. i&^M'J&C. /^y^^l/V 

3— 7V(PEG)^^j; <9igM£tlX\<^Xh£.\<\ ^(Dfa. St VEGF St ft: J3- 
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13=7? h^y— t? N MBP, GST, GFP (DM^? ^^It LTM^tLS i 

t^t-t, elisa mftZiz&^xr&ttfc&m^izifeM-e&zxs ^ttt) 

<fcv\, fet vegf jjcftte:, if^^Ki 0 5 J: 
5 . v^t> <fcl\ 

fet VEGFSfcffcWu VEGF * fcf«<Z»9mfi\ L< l«tl?)^Mt5» 
MOT^t Ltf)£{CtV«te-i:^tt5 (TCurrent Protocols in 
Molecular BiologyJ (John Wiley & Sons (1987) Section 11. 4-11. 13) ) 0 C CO 
Wf&, VEGF ^tcte^:<D%M5-m}in, FcfJi$ N GST. MBP N GFP X AP ft if t (DM^ 

io ^y/^Itfeotl>iv\ 

^1 h ~ti*X^ <5 (Antibodies' A Laboratory Manual, E. Harlow and D.. Lane, 
ed. , Cold Spring Harbor Laboratory (Cold Spring Harbor, NY, 1988) ) 0 

15 sjw-s-^u mm%mmfr bfaWL*m&\^. ^^Mm^^ifi^^m. 

Mx-iiSfcW^ 1 tUJ^±S^-f 5 r i 9 ft 5 r £ ^"C^ £ c JnJjR (VEGF 

h * tc n^m t r >v ^ =. ry &m <Dmi%m v ^ h fi s r ^ ^ >- h- sr-g- w-r -s m m 
^e/ ^u—r^m^m^^^mtvxii. ^ -? v \?—?m%mtfz>z. 

ELISA i'O^^t^ftl^l^tS r LV\, 
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5:H5t#5o #^tLfc^-T^y K—"^f*, 3t£fefct£V\ HAT igiffe (fc^^f 

;/y k — -^(D^tr y — — ^2^Tofcii N ^^w^y k— ^co^a— 

10 ^9:i^tl5o. 

y — =.i/ffet isXi*. el isa ,ft^7 v^t^ a ; r 

v n 5 n fc # -e # 3 0 # b n/c w x y k— v f± * 5g m temmm * xmmT z>*\ 

:*3§Kfc*3!OT\ }?t VEGF tfC^te, £?3= b< f3xV^>X^:/ (Bevacizumab) 
20 %mfZ> Z. fc frx^ 5 0 ^^>X"^:7ra:, fc hfetVEGF^ey ^ C3— ^/Mftftr-trfc 
9, Genentech tfc>&» Avast in {^.^MWd fc LTlS^n $ *LTV^5 t> <7>T?& 5 0 
--O^v'X^Xte:, Genentech th#>fc Avastin - SrSSfA"t"5 - fc fc ±ot, A^ 

*^PJfc*5V^T, #1 FGF j&fcffcf*. FGF *^{«©§R^Bf>T-i:^fPttSr#-f-S 
25 Stff T?*> 5o in. FGF fet^fi, FGF SrfSlft l,t£&TZ> t fc X\ FGF <D]k'Bft&B!fo 

fEta VEGF K*©M^i^t(' tXMt?. fc 3&S-C# 5o 

« m fc.*5 V > T , #l PDGF *t#: % PDGF * fi-t (D^ftWfft fc §lf ott £"t* 
<5#l#:-?*>5o #C PDGF #Lf£te N PDGFSrSSKLjfe^-f-Swfc-e. PDGF (DjfcW 1*1 
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BiMmmMmvk&mm-r % ^^tfr-efcs r t mi-s. lv\#c pdgf ^cd^m 

'*tflc-e*>.So-^LBGF^t#:tt, EGF £rfgj$ U^-g^T -5 - £ EGF Ojfc.WF*3^« 
fEfet VEGF &fc(DMmj7&; k HUHt- LtfWS r £ ^Tf # 6 = 

10 7c#><D. £iTGF-a *t^ % #C HB-EGF #t#, #C EGF JrC#:. #C Epiregulin fofc^ Jn 
EGF tfc'y ^fikffc EGF — gtft:*3 «t tFfet V isWUktriftit* 

£r;£b< EGF U-tyf—ttfciZfcntfiV ^Ifcffc EGF Wi? — fctft^fc 5 G 

ttfm, SuiafeLVEGF^ft^^&tiiia^L-c^-rsr fcas-r?**. ^ 

15 . MC^Jft/Stfttttt, ffi^Jte^it^^^t^/^Tcfi^^^i-S EGFfe^'ft 

TGF-a 51^^, HB-EGF it'g^-. EGF it^^> Epiregulin it^^ 

^©(E^Mtt-eabS RNA <£>4>&< £ t>— *R^*B*WJ&>Ky 5?^ KSr&tN 
^yf^rfifttSo A^te, 0* b< teEGF at^-efcSo 

h©iM^.i^5^y Kii, 0>Jx.f£. in situ ^^^fy^v 

if— V a >\ / — If l<"?u y YMtit. DNA ^ n T W , RT-P'CR ft iftett/B 
25 ^ftS^-f^ — ^JlT^V^/cfi^D— , Mz.lt, Primer Expression 

(Perkin-Elmer Applied Biosystems) ^rfflV^T^fri"?) r. i: £ 0 ^fM© 

7Ky^^w^Kfi> ^o^-fe^J; t^-e^^o ^-yM^t 
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TGF- a itfe^ : NM_003236 
5 . HB-EGF at-g^f- : NM 001945 



EGF jft-fs^ : NM_001963 
Epiregulin stfc^ : NM_001432 
EGF Wir^^— it-g^ : NM_005228 

RNA (D{i?f£ < t i>~ M t fit, JtliEl t Lt^ < ^ t> 15 b < fit 

10 15~50 £ <9 * b < 20~35 £ P> L < fit 20~30 it^S5 

5. m^m^^j, =*^k mommjjfe 

vegf i/ir^^— nmwwjwt egf mwmw t frit 

mifbtl, t k L < fit 4 - (3 no- 4 - (^d^p tf/WT 3; / 
-/W 7U7x/^-» - 7 h^>- 6 y 

20 (f^tV^o 

£/c, ^MKl&V^ EGF PfiW^JCfit, EGF ^PlWi-^^tt^^-TS t^l? 

£>*U3\ #{CPI^$H^V\ EGF P§.S^Kfit. #J?L{i\ EGF Iz-fe"^^ — 3^ if 

mmyoW.tfi EGF l/1r^— #Cf£& W 5 - i: ^T*# 5 D EGF PlS^JIfit, 
b< fi^^-Y =f-^y\ lapatinib. canertinib, pelitinib, 

25 AEE-788 N HKI-272^ -fe V ^i^-^Z/^ panitumumab N matuzumab^ nimotuzumab^ 
IMC-11F8 £5 £U*MDX-447 &mf £>tK J: K> b < ^^7 J =f-=^y\ 

^^^T.VEGF l^ir^^— dr^— ^P£^®*5t:^EGFPlW#J®(-fi, 
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5 . *mm?>*v hiz*5izfriz>m%\te, vegf u-t^?— ^-r— nmwmwte^tf 

i^i)/T*y (CPT-ll) „ t^.ty/yf > (oxaliplatin) N 5-:7AoTn ? 
^V/l* (5-FU) , K-fc^-fer/V (^^yf-zv (M^I) ) , 

<Y y ^-^rf-y :/^>\ 5-77^C2 ^U^-— 

20 Kir^-tr/k^W^* bV\ 

*> 5 v > — ti — <d m ^ £ y mm-r z> r t ^ -e # § 0 

t;y^ ?v-\ * = * -Y*. -9-/^^) t^tt, g^tSi 
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as*, s*. w*, n*. iffie, nm. A^m^ft+-mm<Dm, ±mm m 
*, wmi&) , rat*, mm, jit*, utraji*, -r-^*, ¥#«g. 



A&&*. TO^, £)lf (0!lx.f:£, #*«v ^v^Jtt, ffifam, JfiL 

5 iim, mmfamtzi?) , sitm wz.t£. ^'wm^skm (cmlk 

Mtt e ifa-fS (AMD , 'gtt y a (cll) *3 £ tfftt* y & M (all) , 

y S^y^^ffi, #3£tt#i£!l (MM) *JiW5>'-^if4: 

h *&m-rz>m&, vegf w-fe^^— ^iaw»K©a-^*ft, 
*#©^».'ttsij, is^ttn. s-^fe, ^#B#ffl x straws, mmm 

jlHr^A (M 60 kg) 1 0 fcTc «3 0. 1 — 1000 mg, L < ft 0. 5—100 mg, 

15 £ e> b < ft i~3o mg re*> t> cnzmift lei- 3 iih- wtS-^-rs 

^la#^Srtt^#^-RB3£$^^'fcV^-5S % 3i^A 1 B fcfc 19 0. 1-6000 mg, 
L<ft 10—4000 mg, £ b < 50—2000 mg "Cfe t) -^^0!^ 1 

20 0 1 — 3Hi(^»tTS4-t-Sr £tfS-C#5o 

* 7c , ;*3S <7>'^^m^4&*5 «t V/ * 7c ft * y V «H£JB i~ § irC EGF w 
i?^ — Jt^fi. «Fi^KS$*L*V^ % iISl~6000mg, L < fct 10— 2000 

rag. £ tbK:03: L< 10— 1000 mg "Cfc «9 rttSriiflf 10 7>fe 1 Mffllz. 1 @S; 

25 *^^CDgmia^*5it^/ / ^7 v cf-t-¥^ hSrftM-rSS^, trC EGF ifcffi-ft, 
#^P&^£tL&V^S, M1£ 1—6000 mg, $fltt< ft 10—2000 mg, £ Z>tef&& 

■L<tt 10— 1000 mg -Ccb«9 itv^MS 1 0^b iaHB^llHlS#-t-5ii:-)s-e 

^ffl-T6 VEGF V^-?? — *1 ifPJ.*W^Sfi, ^-P&^tvf , EGF PJL 
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wmwkofa* (Dmfr&ttfcX'oxmtez&Mz.ftsEGF m^^M^m 0. 01 
~ioofg (fiftjt) -efcSo $e>»j:»*b<tt*9o. i~iof& t?*>5.o 

^/c N ^^^©^y n-^tis vegf u-^^^—^r-r—amw^w^xx^ 
5 . egf mm^m^ ^ti^tirnQmrnm^m, : mmM^ti^-r^-t^x^^> 0 
mnm mxmM &mmr zm&iaz , ^m^mmm £ e> ctis^ 
ay, rnmm. mum, m&m, m^m^m^t^m^tcWi. nmz.ar>mm. 
. w&mnu mm. nmm. teak py-t^%mt-rzz.kfrx*% 

10 y K ISIt7Wn-^, -Sfe^ft^-f *£l^PJ£ b-Cf*. 09 tf 

^r^xf^t/Va-^, T^tfT=?A, h^jtf^b^ ^/VJtf^ri^ ^vl^-fc/U 
25 Svlt^tf § 0 
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ggin^vK y/vtr^g^ 7i/-/K 9 ui/— /K 9 d n ^ uV— )Vt£E 

*mm<D5-y Mc&V^T. VEGF Wr:/^— — ^RB*Mt«r£A/-efc<5« 
.#J£. EGF Ra^WK^^^SjyWirtt. fi^jft/rwrfc.fcv^U &5V^ 

^wmmmte&xfEG? : umm , R<Dmz.^ &&m&. Wi^t, mnxm^z 

. £fc. Hi. (a) VEGF V-fe — if PfiW^SC £ EGF PEL 

S:»^feJ&-5Pd^aiR$*T>5^J&'< 4: i lot, (b) vegf 1^:7^-^-7- 

ft, iBtf&ffcJB * s> hi: bTWffl-e&5o VEGF WirT*^ PM^ff^-a 
* .fc „ gij * <D m K £r & -5- H£ ffi/H -T 6 tT^H * tt 4: b T O ^fll o V > T . 

fe^w vegf u±z?#— ^-r— ^m&&R<ow$%'£&ftz>o&&&<oi&m\zis 

<D VEGF u ± zf ? — 3r -T— € PfiS^IC ^ * tl Z> , 
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£7c, .#3&9§tt. vegf u-fe^^— HmWVoWb EGF R&W&Sf £ Srl^^F 
%mWit-rz> VEGF i/ir:/^ — ^i— ifPJ.##j«^^tflS^m^^^-atp^ 

wib&o ^^0J®ls^-a^#j(-*3v^-c, vegf i/i?:/^ — ^-t— ifPi^^Sjo 
15 . CHWdi] 

t h0£fflfl£|^T#*^7 s >' (in vivo) Kl&fr 5 VEGF -Vir:/* — 3r 

t h^fflflfettMDA-MB-23K MDA-MB-468. DU145, AsPC-1 (ti._b, ATCC J; V ffi 
A) ^ A549 (AB^i^J: 9IiA) . Lovo. SK-OV-3, H526, PC-3, DLD-1. HCT116 

20 (£*i^ ATCC £ V) MX) , SEKI. HMV-1 (J^_h, $IaE£cAI£^^W25/3t JCRB cell 
bank =fc K> ^A) , L0X (Anticancer J: <9 ISA) , A375 (A 0 19 ^A) 

£r. ^^r^.^—^— rtfclioV^ RPMI1640 (10%FBS "a) X'ffi 80% =t 

^~7>v^y V bts:Z>ikX~t%misfco ^"fet-^v^ h y ^-^^-EDTA fcj; 

<9. «3Jl££|Ill|Xb75i 0 «^£ry ^ili(g»^-e^»b, lX10 8 cells/mL l£fc 

25 {i5X10 7 cells/mL^^^PMbfCo ^Ut, l««r 0. 1 mLf O^- 
K^r ? ^ T b fc 0 jgMtt^ , MMWZM. 1 00-200mm 3 \Z ft o 7b B#,& 

m (100 mg/kg, 1 B 20, lilPfH, iPg^) 3rffl#?b7t 0 ft:*5. 4 
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O 2/3 2 8 7 2f^7Ui/ F (W002/32872) *5.fct*SRfc2tW!!& 2 
0 0 5/0 6 3 7 1 3f^7Uj« h (W02005/063713) ?)l5^K:g^V^T®[jg 
L/c 0 M.mS:&te£Xfm&%7 s i>>^'^v?3r J r V s< (Mitsutoyo) -C«!lj£U ^ 

mm&m cno =mm&& m xmmm^ 2 (mm 2 ) /2 

AT/C = Mfc^gt-$-P<£> day8 ©JTO^-*fc-&*fi:#S£© dayl ©Jtt&frflt) 
/ (*ffl8P© day8 ©lifti-)tK© dayl (Pffitfteft) X 100 

5£tK dayl ii N K-£W*&0 £r^U ,day8 te. S#iMB^^> 8 B @^f 0 
4- (3— ^nn — 4— a 7°n f;W7 ? / 7?/7i/ 

3^) -7-y h3^>- 6 -^y y K©ttfi*S6M<z>gft§^«j; 

ft*5 N 5^HRf*x AT/C<-30%O^|fflSat* (MDA-MB-23U MDA-MB-468, DU145) 'SrjiJ 
^Stttt, -3094<AT/C<10%©JfijNHISt* (AsPC-U A549, Lovo, SK-0V-3) Sr^J® 
^tttfc. 10%<AT/C <D;!S£P9J§£$c (H526. PC-3, DLD-1, HCT116, SEKI. HMV-1, 
L0X, A375) b L7c 0 



[H»J2] 

t h^ffll^tt^TW^^ (in vivo) ^SSJfSSMWattcf^EGF V-ir^ 
-©Miifei^Of oyVBSP ^ft (pY1068, pY1148) tfcflg<Z>fi¥#f 

t f^£fflj&#c MDA-MB-23U MDA-MB-468, DU145, AsPC-1 (i^_h, ATCC £ <9 M 
A) ^ A549 (JzB^MMX "9f A) , Lovo s SK-0V-3. H526, PC-3, DLD~L HCT116 
(^_h. ATCC X X) MX) . SEKI, HMV-1 (W_t. m^L^AMM^^M%m JCRB cell 
bank «fc«?]fl|A) . L0X (Anticancer J; <9 IHA) % A375 (7C 0*I1J: *5fA) 
■Sr 5%fcWltf*>( >-3c^^<— ?—faiZ$5\,^X RPMI1640 (10%FBS 1$) Tift 80% = 

9. ^-tM^HUKLTcIo 15 ^IgcD^S^BflS (MDA-MB-231, MDA-MB-468, DU145, 
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AsPC-U A549, Lovo, SK-OV-3, H526 N PC-3 N DLD-U HCT116, SEKI N HMV-1 N LOX, 
A375) 3~10X10 6 #fflJ!££j*— K^^GD^Tf-^fiiU M&fttfM&ffo 100-200mm 3 
US. (-if fit L -emmit&M L T n ^ T — t? PJ.*^J (Leupept in, 
p-APMSF, . EDTA, o-NaV04) *5 <=fc 0 10%^ U i? n — /l^*T<£>#WJ|&?g#¥i&l;: J: t> fi ■ 

^rtv-€n^^«^^t-oV>T, f U^^^7fi (20 ^ g £fcf3 8 a g) 
£■ SDS-PAGE (d-C^-ffiL. =hot^D-7^yyvy (HybondECL. T^v--f 
A^>f ^iM^^St) f£ F7^7 7"Lf; 0 *Lt, S£fel-t£v\ fet EGF 
U-fe:/^— tftffc (Santa Cruz Biotechnology) N £rC EGF l/tT 8 ^' — pY1068 tfiffi- 
10 (#tEGF W-fe^^—^n v^y isWtito&itid (Cell Signaling) n .#lEGFU-1? 
7"^— pY1148 fctffc^EGF I/t^-fni/y!j ^SMb^LftO (Cell Signaling) 

*r>T. #*BJ&tfcfc:fctt5 EGF is±zf*—<D&$LAi3&XfiZ:<DV>'m4k<nM 
15 ^/^) 7^/7x/^-» - 7 — ^ h^V- 6 y ^/M^l^ Kt£*f 

■£b 6 ^(d^oV^T EGF Wr?^ — ©tB^*©B^*3«tTJ ? /*7tfi J e.O y ^Skfba* 
»«> btLfcOl^ U IMStt^M* 8 tfc<Z> 5 ib 1 ^{C joV^XcD^ EGF U 

Wit, ^fr^tl<DmifaW&MM&£XJ i /^tcfe&fe-tZ > m<V EGF^#'t4^r^i- 
£Sjj*.b*LS£i:a>^ EGF ^©^#tt©iS|V^j|Wjattcx -t-tefrlbMMW 1 \Z 
fcV^^lSttftX^^IStttti-^a^tifciBKiS^ 4 - (3 n n- 
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t h ^/jNjjWflaWJfijNUJJ&t* (A549) J^T^U^f/^ (in vivo)- ^43 5 VEGF 
Uir ^ * — df if mMtfo St £ EGF Pfi^jf t CD#fJl 
t h A549 0 J; 0 ggA) £ 37°C~F\ 5%^#* 

5 .4 y^fa^ ^ — rt{^^oV^-C RPMI1640 (10%FBS-^) T?^J 80 %=t y7;H/y h 
£ ft 5 £ "ei#* hi) y^^-EDTA £ . ^H^^rlHliR Lfco 50%-^ K V *f>V 

^^v^mmwm-^\ 5xio 7 cen s /mL s§m?£imu nhthtcMmmmmz: 

0. 1 raL -f Op? — K-v ? * MiJ^Ti-M bTcio 10 0 @ £ 9 , 4- ( 3 - 

10 y h^>- 6 -^y y K (y ^^/I^^ifc) £ 3mg/kg, 10 

mg/kg ^fctt 30 mg/kg, 1 0 1 HU 4 ilW. ^nf^7| 50 rag/kg, 1 0 1. 

Sfig&T^^^-^dr^ y (Mitsutoyo) U J^T»^J310M, Jfc 

15 . ffisKfl^ (TV) =11^:1:^ (mm) (mm 2 ) /2 

j*ffi«^a (rtv) =mfe 0 (Dmmfcm/i&^mte 0 ^mmw-m 

. > /7x/^iy) - 7 -y h=a r v'- 6 y y#/i>7$3r-y-* k Ofb-S^ a) 

20 - (i^ fcVl^T^ y 75/7x7df^) -7-yhdf-v-- 

taM^m?r^b7c (* 1 -3 So XXtm 2-4) 0 ^fc. 4- (3-^nn-4 

- (;yy a;yu tvi^r^ y #/wK~^) r^y^^ydri/) -7-n^>- 

/J^tiJg:) ^m*6<b;ft,fc: (m - 3 33 <fc t>12l 2 - 4 ) 0 
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1 





Day29 icfett 5 




9.94±0.77 


x/Vpf^.^ 50 mg/kg 


5.71±1.84 


tt&lfoA 3 mg/kg 


4.34+0.80 


it^^JA 3 mg/kg 
+ znyuu^n^ 50 mg/kg 


1.44±0.34 



t h ^/hMMiffirTOI* (A549) ^T^W^VW^tf^ 4- (3 





Day29 te*5tt SitJM^MS 




9.94±0.77 


m/W mg/kg 


5.71±1.84 


'fb^^lA 10 mg/kg 


2.65±0.45 


ik&%A 10 mg/kg 
+ x/unf=^ 50 mg/kg 


1.30±0.31 



m2ti. t h#/hlfflWSm« (A549) gLTfem^T M^&tt Z> , 4- (3 

n^=^*5 it/ 4 — (3-^pci-4- (^n^otWT^^/V^/V) 
^ £ ©f^©$ilW^/Tt, 0 £ dayl i: bfco 



84 



WO 2007/015578 



PCT/JP2006/315698 



10 



15 



20 





Day 29 5 ttffi^ft^ 




9.94±0.77 


x;l/nf 50 mg/kg 


5.71+1.84 


ik&fyQA 30 mg/kg 


1.65±0.31 


ik&t&A 30 mg/kg 
+ x/unf- :=:;/ 50 mg/kg 


0.73±0.15 



25 



^3 12, fc (A549) ^T^W^^^jott?), 4- (3 

-^an — 4- (v^ p^p tVl^T ^/ #/t^=^) 7^7i/^-» -7 
h^v— 6 -=3r/ V < K 3 *K fb£4& A £ ^T) % s^/V 

v^—^js XXf4 - (3-^pp-4- (i/i? p 7°n t'/WT 5 / ^7^jK-;W . 
T 5: / 7x/^» —7—* h*ci/- 6 — dp- / U >7J/I^=3f 5 Ki'x/i/nf 
~Zft<Dffim<7)fcJ&.m : %}£k%:^-t~o S4i^0^ dayl £ b7c 0 

. [HJfe^J 4 ] 

. fc h #/hiMJ»«^Jja*fc (PC-9) ^T^^TV^ (in vivo) ^*5#5 VEGF 
U-fe 7"^ — *c-t— if Pl^SC £ EGF P£*#jff £ <D#ffl 

^f^^T >-^^-<— ^ — F^&l^C RPMI1640 (10% FBS ^) "C^J 80 % =i V 7 ;H/ 

ffi&x\ 5xio 7 ceiis/mL mmm&mui^. ^htitcm^mmm^ 0. l mL -ro 

^ — K-^ ^7 ^tt-MBiTK&m. b/io ^tt 13 0 g J; <9 . 4- (3-^nn-4- 
xi-fxi H a /UT^ jV) 7?77i/^^) -7-^^7-6 
-^y yy*;^t? K (* ?>^^ifrl<'WM.) £: 10 mg/kg. 1 B 1 HI, 4 
31fH5, cn^u^-^^^50 mg/kg N 1.0 1 4 111©^^^^^, WJfc 

(Mitsutoyo) -eantu j^t co^mmw-m. ttmm^m^wm^fc a 
mmw-m (tv) (mm) xmmm& 2 (mm 2 ) /2 

vcmmom (rtv) =iij^Boit0#:^/'s-^M^0^J3i^a 
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#/HSM£*3V^-C\ two-way ANOVA M^^f^M^S.^m^m^ htltc 

4- (3— 'if xxxi — 4— (v^ n^n fc°>^T ^ > 77/P/K— 7577x7^ 

SbmteJfc^ i-C*t/ttnJfi»S6*S:^Lfc-(*4*5j:tJ«|g5)o 4- (3 

-^nn-4- (v^ n^n tVV-T ^ 7? / 7x/^v') -7 

fcSSv PC-9 fit, EGF l^-fe^^. — <Ofi&tt-ft:^||*SB«)f>tl/"C*5t>s EGF Ui?^ 

15 . J;ot,*iiO VEGF U-fc:^ — =3f-J— -MmWyoWk _ EGF 

^b^TfcSBOSSffiricttW::. liJfiiSit^/SfcH^fc^S EGF#c#<f£<D^ 



4 





Day29 Id *5tt 6 VcWMW-^ 


Two-way ANOVA 










7. 51±1.69 




IL-^^JA 10 mg/kg 


2. 24+0. 54 




x;l'P i f^7 f 50 mg/kg 


3. 30±0. 19 




A 10 mg/kg 


0. 33±0. 13 


p<0. 01 


+ x;l/nf-x7' 50 mg/kg 







20 

*4tt, t h &'hfflWfcBl&B%&W (PC-9) ^T^^te^X/W^ttS. 4- (3 
-^nn-4- (v^ n^cr fcVl-T ^ 7 77/^— M 7^/7x/^7) -7 
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P^—T^JoJltM - (3— ^nn — 4- b ^7 57 

7 5 7 7^7^riX) -7-7 h^v-- 6 -=*r7 y >-#/V#=¥1f-5 Ki^of 

&-5-ffl*6B £ dayl i L/c 0 
5 &>±(Dt(£jkfrt>, 4- (3-7nn-4- (^^0 70^7^7*;^= 

10 [#%#J] 

VEGF V"fc~?'5 t — 3f"? if PiliiF^fl^, — 0~Cfc>%> 4 — (3~^do-4 - (v' 

^n/nt>7^/*;^^) 7U7x;Jr-» - 7 - 7 h 3f is— .6 - 3f 

15 (1) lmgi 

4— (3— (i/^ □ 7n t>7 5 / 7577x7 

dfv/) - 7 -7 h^iX- 6 -=¥7 y ^^/^=3ff-5 F 7 ^>-^/l-*^^^C0 

ifeS - (O mr> r&A (c)j t3»i-5»^*sfc5 0 7^jb\ ^i, (c) wt, 

W02005/063713 ©IMJ 7 ^iEgcCD;^K:t£o Lfc t> »-e$><5 0 ) 2 4 g 
20 ir&TMSSC'iM'K (^WbB&itSU, ffi^AEROS I L (M^l) 2 0 0, 
P ;fcT^ n S?/H*5£#*t) 192g^20L 5 "CSS-g^L $ b 

IdD--^— (JSB^Sk KfP'f^XHtt^tfc) 1 2 3 6 g N *£S,iz/i' 

ci— ^ (IS^Jx iM^T lft;VPH 1 0 1 /jfifb^cXHttxt#tt) 7 2 0 g, 
t Kn^->7°nt>t;vn-^ (iM igp B q^HPC-L, B^W^t*^ 
25 th) 7 2 g^P^T^bfCo -?:<75|£, MtK^^ 7 — ^SrSftSfeftn (C) 

*^ir%mm*m^o ^<Dm&m*m^mm (6o°o -cj&rsl ^ 

•f- b y 7^. Oftjft£!U pgfpp^ Ac-Di-Sol N FMC International Inc. ) 1 2 0 g % 
V-^/vm.^'rT y /V^" h y >7 A (v#$R3!lv JRS Pharma LP) 36gl:20L^y 
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K 7 W ^ — (OPADRY 03F42069 YELLOW, 0^7^ ^ttxt^tt) 
^^rffiV^T, ^J(C=i— l^fcfc^&kRSl 0 5mg(7}=<— tV 
5 V^^#fc 0 

(2) 1 Omgi ' 

MiH (C) 6 0 g ^TRigfC^^? (^/Wbl^Jt^lJ.. ffi^AEROS I L 
(S&Ffr^) 2 0 0, 0 a v^/l/^^tt) 1 9 2 g £ 2 0 L ^ 

10 1 2 0 0 g. ^ir/^n— ^ (M^k jgp n p^7 t*t;PPHl 0 1, JllMcX 
|£t$;5£;£?*±) 7 2 0 g/fc Kn^VT'p fcVUr/kn— * ^HP 
C-L, 0*fSflc^tt) 7 2 g Srin Lfco *S7k^ / — 

(6 0°C) tf|£*i^. y>!7 — ^;^iV^r«tL, Ma£?#7Co ^.(DmMLtt 
15 ^a-X^/l^n — n (0§&3»k lSjpp£ Ac-Di-Sol, 

FMCInternational Inc. ) 1 2 0 g . 7v;^^f7 y ^-7" h V !7 A (VfK^k 
JRS Pharraa LP) 36g^20L^ ^7-^ =^1*— ^AtLT^-^^, ft^^T 
1^^7ci9^K*4 0 0mg©i^J^Hfc o $ 
3 — TV V ttT'l 0 F^-frf^O" (OPADRY 03F42069 

20 YELLOW. 0 7 ^^#f±) TkM^JB^T, teitn-r^y^U 1 

(3) lOOmgi 

mm (C) 3 1. 4gtMgf^i (^VWtKlt^k IftlAEROS 

il (mmmM) 200, h^txp ^«^i±) . 4 g ^ r l^-^- ^f- 

5£#|±). 4 0. 1 g. Ko^i/T'ntVUr^n-^ M 

^SL-HPC ( L H - 2 1 ) , it Mik^Mflm^tt) 10g. tFo^n 
fcVWr/l'Ci — ^ Gjg-g*!k j&iSp* HPC-L, 0 *fI»S;#l±) 3 g 



88 



WO 2007/015578 PCT/JP2006/315698 

m^m^o z.(Dmm*m^mm (6o°o xrnm^ '*y—$.;v*m^x 

^M. F§!n B o£ Ac-Di-Sol.FMC International Inc.) 1 0 g. 7v;VS^77!j 
/W" hy^A (vfK^IJ, JRS Pharma LP) 1 . 5 g 3r^^ N tSmmXM^ U 
1 ^£>7c 9 ^K*4 0 0 m g cO^J^r#fc 0 

. ^7c N jWStJ; <9 , VEGF .i/t^^-^t-^IStifcfi: EGF 
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It (D 15 



mmm<DMmte£xf/^fcte£.mzM-rz> egf sunt, 

3. EGF#c^t£<DW'fffi;^ TGF-a, HB-EGF, EGF. Epiregulin $5£ZP EGF U1zzf 

4. EGF^#ttcD|f«^ N EGF UtT^ — <7> U >mit(DU^^W^T 5 t> ©Tf 

5. egf (dv -ymwm^. ^-m^^m^x vn? %(Dxh 

15 1*^^14 ^IS^CO^&o 

7. ife^ff^Pl*^®^, VEGF 1/*^^-^^-— ifpiW^K-trfeS. fflfcfc^Sl 

8. VEGF V±y? — *c1— •^mm^'X^K 
20 — jRSl (I) 



25 



R 

o 



(I) 



(i) <*\ Ate, 5£ 



ya13 

u 

R 11 ^N 




-^ A 11 



,12 




(5£«K R 1 ^ ^-V^v^v 3 . OCT. V^HaUSSrWL-CWCfcJ; 
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^^#=^1, X/P7^^/H, vWP/J^/l^ — CONR 6 -TS$tl 

iS- n r 6 c o - xm £ ti&mik fcttS:— n r 6 - -e* £ tb^^^^^-r 5 

-CV^-Ct>«tV^C 2 _ 6 T/l^^-^^L tt^K£^LTl^Tt> J;V^C 2 _ 6 T/^=^r 
TV^t) £V^C 6 _ 10 T y — /H. g^S^r#bTV^-C^ £V^5~ 1 01^ 

c,-_g^^'i?TA'^|;; g^s^b-rv^t <fcv>c 6 _ 10 r v — /H.. 

MJW^, filftS^LTV^-Ct> iV^Cj-eT/^/H. BifeSSr^TLTl^T 

— «*3ES:WU-CV^T't> £V>3~1 o m^^M^^^m^&.Am 
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10 



15 



20 



L-cv^t> J^c 6 _ 10 T y —7vm, K^^L-C^Tt) J^5~ 1 0 
V al3 «. ^igi 1 * Jg.^lrt^t 5 ; 



25 



R 




W 1 



R 

i 

N 



3 



,8 




N 
R 3 



X 





N 



R' 
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fEifeS*^ bWC t> <fc C 2 _ 6 7/Vfr~ ;H V g&S&^T bTV vr «fc V ^ 

Sv^aS. g^K^bTV^^ £V>C 2 _ 7 7^/^ gi&X£^bTWTt> 
10 J:V^C 2 _ 7 T7^^dr^/^7/^^^7^S^7 v c^-CONV dl V d2 (5£^\ v d 

R 4 te, Tk^M^-, f ^ t L t v ^ t i v ^ c x . 6 7^^;H, g3&S&- 

^bTV^Tt> £V^C 2 _ 6 7Vi^~/l^ g^fi£r^ LT V^T t> £ V^C 2 _ 6 T 
20 ^b-CV^-rti <tV^C 2 _ 7 T;>/^^7cfig^S^^b-CV^T^ iV^C 2 _ 7 T 

^b-c^Tt> £v^c 2 _ 6 T/w>-= j^-m, g^K^bTv^T^ <i^c 2 _ 6 7 
25 ^bT^Tt>J;v^ 6 _ 10 Ty — g^S^Wb-cv^-r^ £v^5~ 1 0 
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9. VEGF \<-tZf? — tfPlW^W^ 

-tie*, (ii) 




R' 

i 

N 



Y R 

O 



(II) 



K (ii) r 1 fi, ^-v^v^v 3 OCT, v r te s ffi&S^bT 

Sg^, ^/V7^-/Wlx 3^-CONR 6 - 

T*£*L&^ ^-S0 2 NR 6 -ta$tl5S, S;-NR 6 S0 2 -T*S$ 

5.) ; V 3 fi, Tk^i^^. «lfc*S:^rb-CV^Tt>J;V^C 1 2 8 T/i"¥/i'S. g 
&*3rW Lt v t> J; v > c 2 _ 6 TAstr—jv^ ItS^t Lt v St t> «t v ^ c 
2 _ 6 T7i^dr^/^S. g^KSr^TbTV^Tt iV^C 3 _ 8 ^n7/^;H, g 
l%lTLtV^ , bi^'C 6 _ 1 o7y-/l'S, g^S^^TbTV^Tt iV^5 
1 o l^f p 7 !) Lt V^Tb i 3 ~ 1 Oli 

^r^juM, g^^^r^fbTV^T^ J;V^C 2 _ 7 T/P=i ^v / ^7/I/#— /^K^Tcfi 
^-CONV a]1 V 112 (iCT. V all te. tKpUM^, g^S&WbTV^T 

J;v^c 1 _ 6 7/v^r;H, g&S3r^rbTVNTt> iv^C 2 _ 6 TA"5r~/i^ 
fll**ft-^rtTV>Tt>J:v^c 2 _ 6 ryvdF-=^a£. g&X£r^TbTV>T& 

c 3 . 8 '>^or/^/n, g*&a£^fbTv^Tt><}:vNC 6 _ 1 oTy — /was, 

ffJfegSr^bTV^Tfc 5~ 1 OI^fn7 !J — /V'S^fctegl&SSr^r 
bTVNTt>iVN3~ l ol^f^ fpiitMW5 ; v al2 te. tK 
^JDR^.fliiMESr^rbTV^tiv^Ci-er^^waE, gmS^r^TbTVNT 
t> J;VNC 2 _ 6 7/^^-=/wS.gi^S^^'bTVNTt J:V^C 2 _ 6 T^^r— /i^S. 
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<fcV^C 6 _ 10 X y — f tl^f t TV^t t) J; 5 ~ 1 .0 I^f o 7 y 



R 

R 8 ^fl\" 

,1 




w 1 



R' 

R 8 ^ ' 



R 7 *3«fct*-R 8 fix ^n-emil^UTTK^m^. 

fi^S^^b-CV^Tt J:v^c 2 _ 7 T^'/^S. g&S^LTV^ 

v d 1 *s «£ xf v d 2 n ; -e'tt -eixSfta: u -c^^hr-t- * fc teg&££^r u t v ^ x 

£^LTV^kJ^C 2 _ 6 TA^~/i^ ggU££r#LTV^-C*> «fcv^C 3 _ 8 



Sr 



f Wttiv^c 6 _ 10 7!J-;H, gi&X&^L-ci^Tt £v>5~i 0 
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^/S, ^ y - c j _ 6 7^^r;v7 ^ y X J: t;^ - C j _ 6 T^^^T 5 y 1 

5, ft ^1 9 i-IEgt^^ifeo . 
11. R 1 ^^^**^^ 



(5S^\ R a3 fi^^/^^r#^-r$. ; R a MiTK^J^^-^fc^TK^*^^^ 

S^f*t5o) m^Tfra>T?^$*L<5£-cfc<5. if ^19 {ctstt^^-feo 

.1 2. R^M^Vl'S^fcf*? -7« h^^^^^S-CfcS. f&Jfc:® 9 (df2fc<D 

13. R 2 ^'y7yitfcii^-coNv all v a12 6s * x v all te, 7k*JDS 

V^C 6 _ 10 7!J-/H, ffi&X^b-C^T^ iV^5~l 0l^fa7y- 

SSfe-TS ; v al2 te, 7k*^. TO^f Lxv^tiv^c 1 _ 6 7^ 

lilMtttv^t £^c 2 _ 6 T/k^a^ M^S^^bTV^T^ 

sms^^b-rvNT'b J;v^c 6 _ ao ry-/^, e^£^LTv^t> 

£V\5~1 0l^fD7!J"- /l/^.Sife^^^"b-CV^TfectV^3~l 

^»^-^ngt5£S. tK^S, t^M^ttVM:'bi:V^C 1 _ 6 7^^^^ 




96 



WO 2007/015578 



PCT/JP2006/315698 



5,)."e^$-ti5£"efc5, If >km 9 (CfE^co^feo 



14. R 2 ^7/Stfcfj:S-CONHV a16 (5£f\ V al6 fi N tK^^, 



15. R 2 ^S-CONHV a17 (S;*K V al7 fi. TKHfJIHS C^eT;^ 

1 6. R 2 H-CONHV a18 (5^. V al8 te. TkJffJjj^ ^^■A'fi^/ttt 
1 7. Y 1 ^ 



18. R 3 *5j:Tj«R 4 ^ 7 K^^--e$ ) ^^ ff ^ 9 (cffi^cD^rifeo 

19. R 5 ^7j<^I^^ N C 1 _ 6 T/l^= 3 P/WS> C 3 _ 8 ->^ uT/^^m^fz.i-iC 6 _ 

2 0. R 5 #M^vwX. ^^PX^7ctt^^ n^u tV^-efc6, ff 9 

2 1. VEGF l/ir^ — dr^— - ^PJ.#.#»St^ % 
N— (4- (6-->7/-7 - (2-^ 
^^ri^- 2 —-7j>V3rx2 7 )V) — N ' - (4-7/Vto7x=;U) ^ U7, 
N- (2 n n- 4 - ((6-^77-7 - ( ( 1 - ^ ^A— 4 - U 




71 
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y h^cis) -4-*;y;V) t^^) 7s=/V) -N' -J/^bVp 

N — (4- ((6-V7/-7- (((2R) -3- (v?iW^;) - 

5 . N' - (4-7/^n7x-^) !?W7, 

N-' (4- ((6-V7/-7- C((2R) — 2 — t Kn^v'- 3 — (1 

N' - (4-7/^n7i-/P) !7^7, 

4 - (3-^Pt3-4 - n 7*n If /U7 5 / 7577i 

10 /^'7) - 7 v-- 6 -^7 y >^^^=¥i^5 K\ 

4- (3-^nn — 4- (is? n/n fcVW ^ / ^7/UsJ?= AO 7^/7x 

y^» -7- (2-/h^if^^) -6-^yyy*;^t$ H\ 

N6-->^o7°n fcVV— 4 — (3-^cb-4 - n7n t>7 5; 

y) ijfvis^=.jv) r^y) 7^y^v^) -7-y 6 -=^y y vtj/v 

15 . K N 

N6 - (2-y h^v-cn^/i^) -4- (3-ynn-4 — (((S^n^n 
M'/VT^y) jj;V&=.jV) T5;y) 7x/arv') - 7-y b*^- 6 - *c/ 

N6- (2-7/Vtoif;V) -4- (3— ynn-4 — (((iyyu^cr 

20 wu) fj/vi$=:jv) T^y) ^^y^r^) - 7 -y h ^iy- 6 -^ey 

N 6 — y h^v-- 4 - (3-ynn-4 - (((^n7n fcVUT ^ y) 77 

jvv$=./v) r^y) :7^y=^» - 7 -y>=^:y- 6 -=^y y isx/istf^-v- 

25 N6-^f/V-4 - (3-^bp-4 - (((v>^p7nt°^7 5/ ) 77 

- 7j?^/v) y) 7x7^-7) - 7-y h^-y- 6 y ^7j/v^^-^5: 

N6-if/V-4 - (3-yun-4 - (((i/^n7nt';W7^ 7) 77 A 

tj^/i/) 7$y) y^y - 7-y 6 -^y y 
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Fx 

x/^i/)- 7 -(2—^ h4v^ hdrv^)- 6 -^7!) i/7J/I^3rlJ- 5 Fx 
4 - (3-^no-4 - (^^P/Ptf/WT^/*/^^) 75/7x 
5 . /^rv')-7-(2-t: Kn^^x h^i/)-6 -^r/ !J ^*/^t5 K 
4 -' ( 3-^po-4 - (v/^ n 7d tVl^T 5 / 7^77x 
/dr-» -7- ((2S) -2, 3-i/t Kn^r^PtW) t^rv^- 6 - 
^r/D ^Tj^tf^l^ Fx 

4- (3-^ob-4- (^f;l'7^;*/I'#-;l') 75/7x7^^) 
10 - 7 h 6 -4/ y i^/M^f-^ F\ ■ 

4- (3— (m^/i^T 5 7 /i7) 7?/7i/^» 

N6-7 h^rv^-4- (3-?nn-4- (((xf/P7 5/ ) tf/katfp/l/) 

15 4 - (3-^nn-4 - (v'^nynt 0 ^^/*/^^) 75/7x 

7^7) -7- (2 — h^rv^ -6-* / U ^*;W#^t5 K 

4- (4- ((v^ p/p kVVT ? /) 3j;vt$=-;i<) t 5 /.t^/ 

-7- (2-7 f^v'xh^^) - 6 -47 ]) isjJ/Utflf-y-S. Fx 
N- ('2—7/^0 — 4— ((6-*;W^;l/-7-^ 
20 /!J;V) 7x=;W) — N' - & -fvi fc°/l"7 1^7, 

N6- (2-t Fa 4 j/xf^) - 4- (3-7pp-4 - (((7^p7 
. nfcVWT^y) TJ/l^—A-) 7^/) 717^-7) -7-y h4i7-6-4 

/ y Fx 

4 - (3-^pp-4- (1 -7n tW7 3: 7 5 / 7^/ 

25 4"^) - 7 h4iX- 6 -4/ y ^TJ/^tf^l^ Fx 

4 — (3-^pp-4 - (c i s - 2 —^JV&xi — Z/ir vzfv MtVT 5 7 
$l>Vi$~)V) T 5 ;7xy^V) - 7 -7 h4V- 6 -47 y >-*/^4^ 
5 Fx 

N6-7f/V-4 - (3-^pp-4 - (((^P7a^75/) 7>^ 
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t$=.ju) 7 5/) y^/^-^y) - i- (2-/ b^^^V^i/) -6-=^/ 

V ^#/M*>^5 b\ 

N6-^f^-4- (3-^pp-4- (((xf;k7^/) 
7 5/) 7x/^iX) - 7 h^iX- 6 -=¥/ V lofr/mff^Mf- 5 h\ 
5 . 4 - (3 — ^ n o — 4 - n/'n fcVl/7 5 -/V) 75 / 7 

J ^r'y) - 7 - (2 - (4 -^e^afc !//) x h^ix) - 

^r-y-5 k. 

4 - (3-^C2H-4 - (2 - 7/^nxf;l/7 5 7 ^7/^= /V) 75/ 
-7 -7-^ h^is- 6-*rS V ^^W^l?- 5 h\ 

10 N6- ((2R). rF7t Kn-2-77^/Mf/V) -4- ( 3 - ? n 

n-4- #7i^~/v) 75/) 7s/^) -7-/ h 

4 - ( 3 - !7/l^n - 4 - (rn^/i^r 5 7 75 / 7i / =^>0 

15 4 - ( 3 - ^ n d - 4 - ( ( ( J/^ o 5 / ) 7 5/) 

7xy dr-» - 7 - ((2 R) — 2 — te Kn^y- 3 - (l-fc°nyi?/) 
^otK^v-) - 6 -=¥/ y VTJ^^driT-5 K\ 

N6-/f;V-4- (3-^nn-4- ,(((/W5/) ^Wtf^/l') 
7 5/) 7x/^'» -7- ((2R) -3-^xf;l/75/-2-t Kn 
20 v'T'n/K^iy) - 6 -=3r/ y 5 K\ 

N6-/f;l'-4- (3-^nn-4- '(((xf^7 5/ ) ^7/V#^/k) 
7 5/) 7x7^^) -7- ((2R) -3-^W5/~2-t Kn 

N6-/f^-4- (3-^nn-4- (((/ ^Vl^7 5 / ) %;VT$~;V) 
25 75/) ^cc/^V) -7- ((2R) - 2 - £ ' Kn 3r^- 3 - (1-tfn 

y^y) ycTK^v-) - 6 -^/ y ^^/w#^-^5 K\ 

N.6-/^/V-4- (3-^pp-4- (((if;k7 5/ ) ^/V/tfxvV') 
7 5/ ). 7^/ ^rvO -7 - ((2 R) -2-t Kn^>-3 - (1 - fcTn 
y^/) ^nzKd^) - 6 -=¥/ y >-^7/^7t?^-^5 K\ 
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N6-^f;P-4- (3-^bp-4- (((7 f;W75 7 ) ' y&A'Jfl^/l') 
T5 7) 7x7^^) -7- /- 

- 6 -^y y * k> 

N6-^f^-4- (3-^pu-.4- (((^f^T^y) ^/I^^/lT) 

5 r^y) 7x7^^) -7- ((i -y -tr^y vvv) y 

N- (4- (6-^77-7 - (2-^ h=¥v^ h -4 -=¥7 y /l7) 

tf-^f — 2 -:7/M"n ^rc~/l7) -N' n7n fc 0 A-<7 l^7\ 

N- (4 - (6-^77-7- (3- (4-W*!J/) 7 P n/K^v') - 
10 4-^/ D/V) t= J rv'7x^/l') -N' - (3- (7 ^/l^/l^^/U) 7x 

-7^) ?U7, . . 

4- (4- ((-7^n7Pt>7^y) 7^/7x/^rv') 

4- (3-7;^o-4-. ((2-7;^nxf^7^7) ^/Vt^/I^) 
15 7^/7x7^-7) - 7-7 6 -=^7 V ^/Uaff^Mf 5 "h\ 

N6- (2 —a: h^v>rc^/v) - 4 - (3-^nn-4- (((7^7l^T5: 
7) # 71^—7^ 75/) 7x7^:7) - 7 — 7 h^i7- 6 y 

4 - (4— (3 -m^vi^-7 W K) - 3-7^tn-7x/dr7) - 7 - 
20 /• h=¥v^7 y 6 -^/V^^v-y y ^ 7Vy K (2-777^f 

AO T 5 K 

N- (4- (6- (2-77/if;V) #7W^E^f 7^- 7 - 7 hdf->— 4 
-^■/VM Hr-^ris— 2 — '7/kd-tt7 3i=/l') — N' -'77p7p t°7l^ »7 1/ 
25 T 

4 - (3-^nn-4 - (V^ n :/a fcWT 5 7 X/Utf^/U) 7577x 
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-7-7 6 -^f 7 V >JjJUtf3c-9-* K\ 

N 6 - 7 h 4 - ( 3 - ? n n - 4 - ( ( n :7n tVl^T 5: 7 ) t) 

5 . ^tf^/U) 7 57) -7aL/^r-y) -7-7 h ^ v-- 6 -^r7 U ^^/^#^ 

4- — 4- f ;l/7 5 7 T ^ / 7 ^. / 5r*y) 

10 ■ N 6-7 h=¥i<- 4 - — 4 - {{{^=f-;VT 5 7) #/^/}?~/]7) 

2 3. VEGF I/ir^ 0 ^ — if|3£*#jK^ N 4- ( 3 _^ nn _ 4 _ n 
15 7°nt>75/*;l'#^)7^7x/dr7) - 7-^ 

2 4. VEGF Ixir^ — dr-7-— Ifp£*^ff7^ 4- (3-^bb-4- (v^ n 
7u fcVi^T 5/*;^^) T 5 7 7x/^) -7-7 h^i^- 6-^7 

2 5. VEGF ^r^~— ifPia^W^ 

— (in) 




[5£ (III) R 11 ^ tRMC^, ff^X^^LTV>-Ct>ctV^C 1 _ 6 T7^ 
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R 1 2 , 7K*^ * 7c _fiifi&X L T V ^ X h X V % C ! _ 6 T ^A-S 
/k^/i^ B&X^bTV^^ £^C 3 _ 8 □ 7^^;H, B*&*£r 

tLxv^Tt) £v^c 6 _ 10 ry — fii«3r^b-c^-ct> £v^5~ i o 
20 fL^.TvTV— A^ N fii&S£^rbTv^t><£v>3~ i oMMi^7P 

2 6. R^^B^^u-o^^ii^^i o m.^^M^'t ^m^&^ti 

2 5 \zmm<D^m 0 

2 7. R 11 ^j^T^B^l¥^^iS^n§^^< it>-o©f^Mf LTV^ 
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N f fv 

HN 
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-c* b ai^m 5 v ^-r tit* i ©it &> s . 



2 5}. 



N 



HO 





X 

O *3<fct5 
2 8, R 1 1 




HO 



X 



HO 



X 



N 



X 



-C*^tL6^75^^SI¥^balfmSV^-rtL^l <DX-C£>5.fif3&3S2 5 

15 2 9. R 12 ^7K^^--efe5 N ff*3S2 5 tfa^(D^r}fe 0 
3 0. V al3 ^mmJW^-(:h^. ff^2 5 (cfStt^^o 

31. A^^ifj^-efcs, 2 -5 ^tam^^-jfeo 

3 2. R^STK^^-efeS. 1**^2 5 f-fa^^^-^o 

3 3. R 5 ^C 1 _ 6 T/V'^7l-S*7 v c{iC 3 _ 8 ^^ aT^^Ht'fc^, f fWt« 2 
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5 iz.mm<vjjfe 0 

3 4. R^M^vl^-efc-S. If 2 5 MfE^O^fe, 
3 5. R^Mc^JJK^-efcS, ff^3®2 5 fcfEfttf^feo 
3 6. VEGF Ut^- df^-— tflfiW^Sta^ 
5 . 5 - (2 - (((4 - t Kndrv'- 4 -^f^t'^y v 5 ^- 1 -J ;V) 

?r;~/u) T%y) try 4 — -r /u^-^r^) - 1 h— -y v k— a*— i 

Nl-^/V-5- (2- 
T ^ J - 4 - fc° y jtf-df-S'- 1 H- 1 — f >- K— /V-^/l^^^rf- 5 b\ 

10 N 1 -fZ-iV- 5 - (2 - (((4 - (t°n y 1 -^f/U). fcT^y v 5 ^ 

-1— -Y/lO T 5 /) , t°y v 5 ^- 4 — O^^ris) -1H-1 

- 4 is Y—^ti /Waff *f-f- ^ h\ 

N 1-^^-5- (2- (((4- (tf^y 1 -- f/P) l?^!)^ 

-i—y/u) jj jvis^/v) r ^y) fc°y ^^-4 — r^^-^r^) -ih-i 

15 -'fyK-^i'#*t?K 
43<fctf 

N4- (4- (1 - 1 H- 5-^^ K !i ^) 

^-df-ix- 2 - t°y v^w) --4-^/w^y >-#/w^-y-s; k 

3 7. VEGF Is-ty?*- *c-r— tfRi^M&jtfl^ 

(1) N- (4-^n j e-2-7/^d7x=A') -6-^ h^rV-7- [2- (1 
H-l, 2, 3->y7^-l--f/V) ^hdrv^] dp-^i/'y 1/-4-T ^ >\ 

(2) N- (4-70^-2-7/^0 71^) -6-^ h3f->-7- [ ( 1 
25 ^Vl" fc°^ y ^- 4 ->f JV) pi Wli/-4-7 5>' N 

(3) 3- [ (2, 4-v^ ^v^fcfn — ;V-5- fVW) 7<^t^] -2— f ^ Ky 

(4) (Z) -3- [ (2, 4-^f/^5- 2-v?t Ko-f 
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(5) 5- (5-7/U^*P-2-^-^y-l , Kn^y H'-^-3-f D f 
yy^/l') -2, H-fcTn — Ti/y 

(6) N, N-^W^^> 3- {5, 6, 7, 1 3-f h7t Ka-9- 
[ h^rv-) 2H-^yf/ (2, 1-a) 

t°np (3, 4-c) */^/-/kl2-^/W ^nf/l/x^f/K 

(7) 3- (4-/d^-2, 6-S^7/V'd"i3-^>"^/V^-'¥'>) -5- [3- (4 

(8) N- {2-^ori-4--[ (6,, 7-^>^-4-*t , /5=;W) 
->] y^—zW -N' -yci fc°/l"7 1/7, • . 

(9) 1- (4-^crt3T=y /) -4- y^v^ 
(1 0) N- {2-^ cin-4-.[ (6, 7-*?* h^v^-4-^y y ^^rv"] 

-N' - (5-^fA^3->fy*t/y^) ^V7, 
(11) 4- [ (4-7/Vto-2-^ f/WV ^-^v^] -6- 

h*is-7- [3- (fP y i^y-1 — (M 7p#^->] ^rty!)y, 
(1 2) 6- [2- (y ^/I'TJ/W^^'/^) '7x=/l/^7 7=^] -3-E- 
[2- (t°y ^-2-^/1') xf=;H ^yV— 

(13) 5- ( (Z) - (5-y/V^-t3-2-^-=3ey-l , 2-^tKn-3H-^y 
K-;W3--f!if» -N- ( (2S) -2-fc Ko^^-3-^/^y ^ 

-4-^^7°Dt» -2, 4-v?y ^A- lH-tfn— yw- 3 ^ F\ 

(i 4) 3- ( (^y y y-4-^/t-y ^-/v) r^y) -n- (4- (h y y/i/;*- 

P^ h^rvO 7x=;w) ^-^-7^>-2-7J/W^^r-y-^ h\ 

(15) 6- (2, 6-'^op7s^) -8-'j'f/W2-7*=A'7 5;- 
8H-fc°y K[2, 3-d] t°y ^ v J ^-7-^->'. 

(16) 2- ( (1, 6-v^t Kn-6-^"^y-t°y i?ls-.3-' f/uy T 
5;/) -N- (3- (Mj7;^p^f^)' y^—zW) -3-fc°y 'itls-iJ/ViS* 
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(17) 4- (4- (4-^nD-7x=/V757).-7o[2, 3-d]t°U^ 

(18) N- (3- h y 7^^-n>«^/U'-4-^ n n^^-yu) -ft' - (4- (2- 

(1 9) 4-7^ y-5-7/V^*n-3-'(6- (4-^;^t^7^^-l^/V) 
-lH-^^X-f ^ ?v*—;V-2-4>^) -lH-^7 y >--2-^"^. 
(2 0) 4- (4- (l-75;-l->f;^af^) -^a^/lO -2- (4- 

(2-^e/w* y y-4--f;v-xf;u) -7x-;v7? /) -try 3: v^-s-^w 
7}?= h y /k . 

(2 1) [6- [4 - '[(4 -xf^tXy v?V- 1 -^7P) ^ ^/l^] — 
/>] -7H-k°np [2, 3-d] t° y ^ S^V — 4 />] - ((R) 1 — 
7x-;l/xf^) 7^^ . 

(2 2) 9 - (1 h^-i/) 1 2 - (3 — t Kodr^n 

tf/P) -6H, 7H, 1 3H— "YVtV. [2, 1 -a] foo [3, 4-c] #71/ 
7P- 5 

(2 3) N- (2, 4-S?7/^n7x=;l') -N' - {4-[. (6, 7— ^ 
p« h^V-4-^/ y 7V) -^-^r->]- 2 -77^ n^^^W >7 W7, 

(2 4) N- [4- (3-T^y- 1 H — (Z/-?lf— 7ix 
7W] — N' - (2 — 7/W2f-n— 5 - *=f-/V7 JV) V^T, 

(2 5) 2-^^71^-6- [2- (1-^^7^-lH — f $ 7^-2- 
^/p) [3, 2-b] t°y i^- 7 — i ;VHr*^ -<rO*S [b] 

ft7xV- 3 -777V^=^v'y T\/-y K ^f/W7 5 

(2 6) (R) -1- (4- (4-7 7 7V^~a- 2-/^71^- Iff — f ^ K— 7V 
-5 — OVJr*cis) - 5 -y^7Vk°tia [1, 2-f] [1, 2, 4] hy 
Ti/l/- 6 — f7V^-^v') 7P/^-2-t-;K 

(2 7) (S) - ((R) -1- (4- (4 -77^n- 2 -^ ^7V- 1H--T 
>- K— 7k- 5 — i ?Vjr*t*/) - 5 -y cr [l, 2-f] [1, 2, 

4] h y 7~/>- 6 --O^^vO :7°n^^- 2 /V) 2-7^7'd 



107 



WO 2007/015578 PCT/JP2006/315698 

(28) 3- [(4-^/>*yy-4-'f/l'-7x^;l/7^/) -^l^] 

— 1 , Kp^fy 2—^1/ 

(29) 5- [[4- [(2, 3 2H — f is PS— A"- 6 — fA-) 

■ ^w^; /] try 5 v^- 2 ao 75/] - 2 -y ^vwo-if 

(3 0) (3Z) -3- [6- (2 y is— 4 — f/^h^r^) ^/!) 
V — 2 ( 1H) -4 UrV] - 1 , 3 — i?t Kn- 2H-^ ^ K— /V— 2 — 

(31) 2- ((2- ((4- (4- (4- (tert -^f/V) T= U /) 
7x7^^) -6-y V 7V) x-^tV) T % — 

3 8. jfiLW^T^PJ-S^W^, VEGF V'-fe:^^— ^TL#:7?fc5 N f#3£*Kl ~6 

3 9. in. VEGF V-fcT^ — ^tffc^ 2C3 antibody, IMC-1121b N IMC-18F1, IMC-1C11 

*5j;7J? IMC-2C6 7&>b&5i^k5t^£*L54>;&< £ fc— o£>#tft:-e fe-5.lt 

4 0. jfiLW*f£PW»Wa^ ^VEGF^frC'fe-5, ft*3gl~6(DV^-fti75^— ^ 

4 1. StVEGF^tfrdS^ ^^7*t*>5 4 If^rl4 0 miB*fc©#ifco 
4 2 . jfiLWSf^PJ.#^Sf^xPlS8.AVE-0005 N EG-3306,RPI-4610 % NM-3 % VGA-1155. 
VEGF trap io pegaptanib sodium -5 Z>'P?£ < £ t> 

— o-e&>5. ff ^ i~6 m^-f 5C^ia*<z)'^-Ss 0 

43. ifc^fr^PlS^Sf/^ FGF H?^ — 3^"— IfPfi^fC, PDGF I/"fe7^ 

— 3r^— tfPlW^W. EGF l/ir^^ — - *?PJL«^jC, FGF l/i?:/^ — 

irC PDGF l/ir;/^ — fet EGF U'-fcT^— #tfl^ #L FGF fet^ ift PDGF 
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4 4. fgf u-t^^—^-i — nm^yoWtf. 

(1) l-[2-7^-6-(3, h^v-y^-A-) -fc°y K(2, 
3-d) t°y ^ — 7 ->f/>] - 3 -tert-T^A-? l^7\ 

(2) 1 -tert-^^A— 3 - [2- (4-^xf;V7^/) ^7^7 
-6- (3, 5 - t°y K (2, 3 - d ) fc° U ^ i?V 
-7--TA-] 

(3) (S) - ((R) -1- (4- (4-7;^n-2-7f-^-lH — f V 
K— /V- 5 -yf/ls/t^is) [ 2 - f ] [l , 2, 4] 
f V Tv 5 ^- 6 --f A^^vO Zf 2 A-) 2 — T 5: / r/n^/ 

(4) 4- [4— [N- (4 — ~ h n ;7^^/V) jj/Us<^4^ — 1 — fc°^< 

(5) 4-T^/-5-7/V^-t3-3- (6- (4-y^A— fc'^v^- 

i -^f AO - ih— <:xX^ 5: a— 2 — f ao - iH-^y y 2 - 

(6) 2- ((2- ((4- (4 - (4- (ter t -Zf*?M T~ y/) 7 
x/^» - 6 h*-f— 7 y AO ^T^vO ^^"AO 757) - 1 

(7) (Z) -3- [(2, 4-v^5M^-5- (2-^-^y-l, 2-^fc 
Fo^y K— A— 3 — f y rV7 ^AO - 1 H— t°n — A'— 3 — f AO 

4 5. PDGF — ^r-^— ifPJLft^Jf/^ 

(1) 4- (4 -y ^A-fc^^v 5 :/- 1 -^fA-y^AO -N- [4-y^A' 

- 3 - [4 - (3 - t°y >>ao t°y 5: v^- 2 --r a-t ^ /] ^^^a-] ^ 
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yf^7 5 H\ 

(2) 6- [2- (7 ^/U^/^^^/U) 71^^7 7^] -3 — E 
- [2- (t°y S?^ — 2 ->f^) rc-x^i^] ^ v^i/— 7K 

(3) 1 - {2- [5- (2-/* h*->-=c- b*c-» -^<W>f %?V*— ;V 
5 . -1 — <>V\ -^/!)y-8-^/V) -t o ^y^^-4 — f/I^T^>\ 

(4) 4- [4- [N- (4 h &7=.=-;V) >v\ - 1 — 
^^/V] -6, 7 - h^i/W!) >\ 

(5) 4-7$;-5-7^ta-3- (6- ( 4 - 7 v 5 ^- 

i — f /v) - iH-^yx-f s: ^y— /w- 2 — f - ih-^/u 2 - 
10 ^->\ 

(6) (4 -tert- ^;l/7i=;I/) {4- [(6, 7 — v 5 /- h :3 r->- 4 — 

(7) [4- CM;'7/^B^f;V) -4 — f 

15 (8) trans-4- [(6, 7 -if* 2 — f/V)7^]' 

v"^ n^^-tf-y — /K 
(9) (Z) -3 - [(2, 4-v ? y^-5- 2-Vt 
Kn^fV K— />— 3 =->f y ^-yu) - l.H- t°n— /v- 3 — -YAO 

n fc°;*-:=y y 7v^y H\ 
20 (1 0) 5 - (5-7^tn-2-^y-l, 2-i?t KO'f ^K-^- 

3 — f V 7 s is* f/V) - 2, 4 -S^^/V— 1 H— fcTn— /W— 3— #^#3r 
i/y 7Z/-y K ( 2 - ^xf^7 ^ 7 T 5: h\ 

(11) 1- (4-7nn7-D7) -4- ( 4 - fc° y vvwy ^VV) 7* 9 

25 joJ:^ 

(12) N- [4- (3-75/-1H — f ls?V*— )V— 4 -^T/U) 7x = 
— N' - ( 2 - 7 n - 5 - ^ f ;V7 x l^T 
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4 6. EGF U-fe:/^ — — •W&Mm%&, 

(1) 4- (3-^nn-4-7;^n7i^7;y) - 7 - ^ h^v'- 

6- (3- (4-^*y/) 7 p o^i/-^ty , y y), 

(2) 4- (3-xfn^7x^7 5 7) -6, 7 - If X (2-^h^rv^ 

(3) N— [3— ^no — 4 — [ (S-^/^D'O^) t^ri/] :7rc~/l/] 
-6 -[5 -[[[2- (^^/V^yP/J>— /V) xf/i/]T5 7 ]^^-/^]^^^- 
2 — f;H^t/yy-.4-7?^ 

(4) N-[4 - [N- (3 - ^ n n — 4-7;kto7i^) 7^/]-7-[3 
10 -(4-^e/^y ^/^^u/K^ix]^^-)/!; >— 6--T *V\T9 V tVT % H\ 

(5) (2E) — N-[4-[ (3-^nn-4-7/Vto7*=^) T 5 / ] 

- 3 - v-T / - T—-X. Y^rl/- 6 -^r/ V ~>V\ - 4 - (^^f^7.^/) 

- 2 -7*f^7^ K\ 

(6) [6- [4- [(4-if^t°^7^y- 1 -^7V) 7^VKl 

15 -7H-t°na [2, 3-d] t° y 5 — 4 -- f — (00 -1— !7 = 

(7) (E) — N— {4-[3-7DO-4- ( 2 - fc° y h*ci/) T =- 
V Sl-S-isT S -7 -=£h*i/-6-3cy V =-M -4- (v?^ f />7 

20 5:7) -2-7 f fy7? K 

4 7. EGF U-feT"^ — ^ri ^|fl*4feKdS, 

4- (3 /V7*=yVT 5 /) -6, 7-tT* 

4 8 . Jit EGF l^-fe^^ 7 — fet#:^ N -fe- V 3r -y-^-f ^ panitumumab N matuzumab, 
nimotuz.umab.IMC-HF8 *5 it^MDX-447 frhtZ^ttfrhWR'&Zh^'pfZ < £ 
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#i TGF- a $0*. £rC HB-EGF Ifl EGF ^tft: % #C Epiregulin fet EGF 

u-ty?— $LfcMV >«fcEGF u±y>?— $0**5 £tm!) >*&tt&Ofcii*b 
feiEGF U-fe^— ^Lft:*3J:t5/*feW:K:y >-fifcftEGF W^^— ^tfrS:^ 

io 5 i . m^mi ~4 $ m^fra*— ^\^wi<D^m\z.m^xtiim-tZ)fc.#><D3c 

TGF- a itfe^ HB-EGF ifc-js^ EGF jIMk^ Epiregulin itfeT-:Jo <£/U* EGF 
15 K£r£tN SfrfS^yK '" 

20 5 3. VEGF l^-feT"^ — ^-T— £ EGF Ra^SttSr^ff £ 
MIS VEGF l"~ty?—*c~r—1im^ l V0W&> 

-mm ( i ) 

R 4 

i 

A ^X" Y "^f N -R 5 (I) 
O 

25 • [5£ (I) <K Ate. 5* 
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10 



15 



20 



25 



/xxV 




N N 

R 12 

(5*^ R 1 ^ S-V'-V 2 -V 3 (5£(f» N VMt 




51, if;-S0 2 NR 6 --e*^tl5l, ^-NR 6 S0 2 -T*$^5^ 
5fc - N R 6 C O - -C * $ 5 £ * fc f« - N R 6 - 7?* h H 5 S £ M ft "T § 

=■ /^S, gJfcaE&^L-CV^-cfc £v^C 3 _ 8 v^ o7;^;H, ff^X^^TL 
tv>Tt>J:v^c,_ 10 7y->'H, gm^^LTv^-c^ £v^5~ l oft^ 

# v- /i^S , ff £r W U T V ^ X h «t V * C 2 _ 7 T /V =» > # fV # =. A-S * 7b fit 
S-CONV n V« 12 (st^K V all fi. 7K^^. g^^LTV^T 

1 bJ;v^c 1 . 6 7;^^E■;^^^ g^^£r^T UTi^C^ £\<^C 2 _ 6 T;ufr~jum, 

eife^Sr#b-rv^-ct><tv^c- 2 _eT/^=/i'^ gjfeSSrWL-cv^-c&J:^ 
c 3 l 8 '>>n7/v^Ss ItSlrtLtv^ , bj;v^c 6 _ 10 7 y -/vS, 

^j^. eifeKSr^ru'rv^Tt) ^v^c^eT/^'/^. g&ss^frL-cwr 
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5 . ^TLXV^^ £V^C 2 _ 6 TVl^ — /H, g&^£^LTV^Tt> J^C 2 _ 6 T 
^LT^T^ «fcV^ e _ 10 Ty — g&£3r^LTV>-Ct>«fcV , >5~l 0 

M^-x cry TO^tttvvt & «£ 3 ~ l o p 
io It5fc-f5 ; 

R 1 2 , zk StJJjCT- * 7t 'fcW&m % ^ L T V ^ -C J; V > C x _ 6 TjV *;vm * 

a 1 Mi, gm*^^UTv^rt> iv^^ig^^ytfi^m^-^^^i-S ; 

15 R 13 tt, tK^H^s g^X^T^U-CV>-Ct> J:V*C 1 _eTvl^/Wg*;/S:J*g& 

R 14 te, 3:-v al4 -v a15 (s^, v al4 te, itM^^fcte^/v^—^S 

20 LTV^Tt> J^C 2 _ 6 TA^~A^ fii&SSr^r UTV^T t> J; C 3_ 8 i/? 

bTV^Tt)J:V^5~l 0 il.^'T" n T y — /V'2£,gi&Ji££r^' LTl N Tti^3 

~i oi^f^ ^ngtiss, 7^1, fltjfea£&^ru-cvvrt> .tv^y 
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R 3 te, TkStJj^ fimS£r^TbTi>Tt> J;v^c 1 _ 6 T/^dr/^», 

10 !_ 6 7^=i^v/S s R&^&^b-CV^Tfc J:v^c 1 _ 6 7;WftS v 

J;V^C 2 _ 7 T^^^^^7^^— /wStfcliS-CONV 11 V d2 V d 
1 *5 «fc tfV d 2 f3\ *rti?thm& IsX^JW.^ fcliKifcSSrW btV^T «fc 

15 R 9 «:. Tkilfll^ ^n^>-^^7 v cttSm*^^b-CV>-Ct> C X _ 6 T 

20 ^b-c^Tt> £v^c 2 _ 6 7vw^~a^ t^MtLt^rtJ;^c 2 _ 6 7 

# b T V ^ Xh <£ V ^ C 2 _ 7 T ;vm * fc fi e^ * £ # b T V ^ X J; V ^ C 2 _ 7 T 
25 #bT^-Ct><J:^C 2 _ 6 7Vl^~/l^ ff&&&Wb-CV^-Cfc il>C z _ 6 T 
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5 4. VEGF l^-feb"^ — ^rf-— if IM^R £S N 
(II) 



[5£ (II) tf\ R 1 ^ ^-V x -V 2 -V 3 (5t«f>, V 1 }^ IUMf Lt 

MfMT. # /l'tf.—A'2&* ^/V7^=/I/S, S-CONR 6 - 
"?^£*L5^ S;-SOj.NR 6 -^^5S, S;-NR 6 so 2 -ti^ 

5.) ; V 3 fi N tK^T-, iifeSlrf LTi/^tiWd.gT^^S, g 
iS^rf tTV^T-b £V>C 6 _ 10 T y IM^tLTV^t) 5 

i//vS, g^S ^r^T LTl & J; l ^ C 2 _ 7 T A- 3r fete 
t> J^d-eT^^r/i^ g&X£^LTi^T& J:v^ 2 _ 6 T/w>-~a^ 




o y Y R 



(ID 
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10 



g^^^r^" LTV^T h X 5 ~ 1 0 fi-^ n7D -^S^fcfilM^t 
t> £ v ^ c 2 _ 6 T;v>r=-)V^ W$k&%:^ v & J: v ^ c 2 _ 6 TA-^r— yi'S, 

iv^c 6 _ 10 r y — g^s^urv^^ £v^5~ 1 oi^fary 



15 



20 



25 



-w? A 



• 8 rX^ 




xfvi^/i^ g^S^rWLi:v^-Ct J;V^C 2 _ 7 Tvvi^ g^^^^TbXV^ 
C^eT^^/H, W&M&^VX^^xh J:v^c 2 _ 6 ta^~/i^ tt^K 

i/^n7^«, g^^^WLTl^Tk £V>C 2 _ 7 T^/l'S^fc:{3:g: 



117 



WO 2007/015578 



PCT/JP2006/315698 



. 10 



15 



20 



25 



#LTV^&<£V^C 6 _ 10 T y — /Wlv egyS&^rLTV^fc £v^5~ 1 0 
5 5. R'^C^eT^/H (fcfcU R'liCj.eT/^itrtUV^t 

s ; ey-Ci- 6 7/^/i'7^/Sj3 < 3;^-c 1 _ 6 7;^7 57l 

5 6. R^M^Vl'^fctesS 



R 



a2 




R 



a1 



5 7. R 1 ^M^-/^*fc»2 5 4 tifBife 
5 8. R'^^/Stfcfi^-CONV 31 ^ 312 (5£4b V all te. TK^Jl 

V>C 6 _ 10 7y-;H, g&S^^bTV^t) £V^5~ 1 Ol^rnT!)- 
/i^£7cJig^X£r*L-C^Tfei:^3~ l 0 n ^xt*£- 
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10 



15 



20 



25 



£^5~l 0l^fnT!J-;H,t^S^lrttv^^J;^3~i OM 

6 0. R%-CONHV al7 ,(^ V al7 fi, TKSSUSKfx 

6 1. R^-CONHV 118 (5£fU V al8 te, TkKSIgi^ ^^/^^Tbfi 

6 2. Y 1 *^ 




6 3. R 3 *5j:tFR 4 ^7K^J^^--efe5x If*l5 5 4(^feic<D^»^#) 0 

6 4. R 6 aMcSHS^ Ci.eT^/H; C 3 _ 8 ^n7^;l'S*fcliC 6 _ 
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6 6. VEGF U^ty*? — 3c~r— tfPJLWIM^ 
5. . N- (4- (6-V-T7 - 7- (2-7 b^^x -4-=¥7 JJ AO 

^-^i/— 2 —7JV3ru~7^~/V) — N ' - (4 — ^/l^n 7x^;W) ? UT , 
N- (2-^od-4- ((6-^T/-7 - 

7 h^f^) -4-dryy/P) ^-=¥-» !7^~/V) -N' -v-^a^n 

10 N- (4- ((6-V7/-7- (((2R) —3— •(i?if/l/7 5/ ) - 

2-t Kn^rv'T'n^) t^r^),-4-^/y^) ^^vO ~7 ^=^;v) - 
N' - (4 — 7x-/I/) ^l^T. 

N- (4- ((6-V-T7-7- (((2R) -2-t Kn^>-3- (1 

15 N' - (4-7/^B7x-/k) 17 1^T. 

4 - (3-^nn-4 - (v^ ct ;7°E3 fcVl'T ^ 7 Jj/Ut$=- ;V) 7;/7x 

4 - (3-^nn — 4 - ( ' n ^ n fc°A-T 5 7 # /U/tf—AO 7.? /7x 
7= 3 r>0 -7- (2-^ b^ri/xbdri/) - 6-^/ U ^*>f ^K, 
20 N6-^P7*pbl/-4- (3-^do-4 - (((^^p7ok>7 5 

7) #A-/J?~/W) 757) 7i7 3^:7) -7-7 h^^- 6-^/ V is-ftjV 

N6— (2-7 h^rv^^/P) -4- (3— ^nn-4- (((^n^n 

tvur^y) tja#~ /vO rs;y) -y^y^-y) -7-7 h^V-6-^7 

25 y ^#/^3r1^ H\ 

N6- ( 2 — :7 Acinic <?vv) —4 - (3-^np-4- (((^o/p 

fcT/wr^y) %/U7$~/v>) t^/) y^s - 7-7 f^->-6-^y 
y H\ 

N6-7 h^^-4- (3-^pp-4 - ( ( (is? a T'n fc°AT ^ 7 ) # 
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N6-^f;>-4 - (3-^nc2-4 - (((^n^n tf;i/7 5 / ) #7l> 
/JwV) T^y) 7x/=3ri/) — 1—* h^v--6-^y y i/^/I^df--^ 
5 K 

N6-xf;U-4- (3— — (((^n7alf;l/7^y) 
tfwk) 7^/) -7-y F^ri/-6-^/9^;^t5 

4- (3 —7/^13 — 4 — (^^n7nt>7 5/*M'^) 7^/7 
10 ai/^rix)- 7-(2-y h^^n ^ d^) ^ 6 'J ^/I^^It- ^ H\ 

4 - (3-^nn-4 - (V^ o 7n t 0 ;l<7 ^ / 7^/7i 

7 — (2 — fc Ko^r^x hdr-^)-6-dr / y >-^7/P#>-^,^ h\ 
4 - (3-^pp-4 - (i/^ P 7 P o tVl^7 ^ 7 ^;V#x;W) 75/7x 
y^riX) -7- ((2S) -2, 3 - v 5 k Ko '>^n fcVV) Or**-*/— 6 - 
15 y ^^/V^drif^ K y 

4- (3-ynn-4- f ^7 ^ ^ 7 5 7 7x 7 ^y) 

- 7 -y h^v-- 6 - ^7 y ^/ms^mj-^ h\ 

. 4- (3-ynn-4- (xf/l/7 5: J T ^ S ~7 az y 

- 7 - y 6 -^y y i/^/l^^rl*-^ p N 

20 N6-y h^rv/— 4- (3-^nn-4 - (((xfvV7§7) ^/l^xvU) 

7-;y) ^^ydr-^) - 7 -y h^^- 6 -^y y yu^^y-* k\ 

4 - (3-^on-4 - (-y^n7nt>7^/^^'x^) 7^/7i 
ydrvO -7- (2 b^iS^ h^cis) - 6 - * J V ^ b\ 

4- (4- ((y7nynt°^7 5 7) #/W/J?;n/k) T % / 7 ^ S 

25 -7- (2 -y h^-y^ b^-is) - 6 -^y V iy^^^K b\ 

N- (2 —7?VHrn — A - ((6 -^7/^^--f 71/- 7 -y h^rv/- 4 
/U/V) ^-dr^» 7xx;p) -N' -^n^otf/^VT, 

N6- (2-fc Kndryif^) -4 - (3-y nn-4- (((^o?' 
PtWTU) jj>Vi$~jV) T^y) 7x7^y) -7-y hdrv--6-dr 
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4 - (3-^nn-4 - (l-^ntf/VT^*/^^) T^/7x/ 

4 — (3— ^nn — 4 — (cis — 2 — wfu fcWT ^ / 

5 . jfr/l'sK^/V') 707x^ =^-» — 7 — ^ h ^ — 6 — df- / y >-^/^/K^ri^ 

N 6 f 4 - (3-^E2u-4 - ( ( (i>7 a tVl^T ^ / ) 

7^/) 7x/dfi/) -7- (2-^ h^^^b^rvO -6-*/ 

10 • N6-^ 'f-jV— 4 — (3-^nn-4- ((Oi^/PT^/) — /V) 

T%S) 7 - 7 h=3r->- 6-^7 y ^#/l^dr1^ H\ 

4 - (3-^no-4- (1/? xi-?v\?>VT 5. / t) JVT$=-;V) T^J7^ 
J3ci/) -7 - (2- (4-^*yy) xb^r^) -6-*7!/yM 

15 4 - (3-^nn-4 - (2-7^tnxW?/W-^) 7^7 

7x7^^) - 7 h^v-- 6 y ^/WK^-tf-^ h\ 

N6- ((2R) fF7tKn-2-77"/Mf;V) -4- 
n — 4— (((^^7^;) r^y) - 7-n 

dfv-- 6 -^r/ y >#/U7$3cy-* b\ 
20 4 - (3 — :7/Ktf-p - 4 — (rc^/l^T 5; 7 — /V) T 5: / ~7 ^/ 3r^) 

4 - (3-^pp-4 - (((^7n7nfc>7^;/) ^7^ , -;i') 7^7) 
7x7=^7) -7- ((2R) -2-tKn^7-3- (l-t°n!Ji/;) 

25 N6-7^V- 4- (3-7on-4- (((7^^T^7) ^/l^^/k) 

7^7) ^^ydriz) -7- ((2R) - 3 - i?xf/V7 5: J - 2 - t Kn 

N6-7f;v-4- (3-^nn-4- (((^^/i^r^y) 
T^/> -7^J5r*y) -7- ((2R) -3-^f;V75 7-2-t Fo 
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N6-^f;i'-4- (3-^uci-4- ' (((^f^T^y) #/i^#^vi/> 
7 5/) 7iyJf'» -7- ((2R) -2-fcFn^i/-3- (l-fc°n 

yv?/) ^n^vO - 6 -=¥/ y v#/i^3^-5 h\ 

N6-^ 4 — (3-^C3d-4- (((xf;V7^/) 3j;Vt£~;V) 

7 5/') 7x/^» -7- ((2R) -2-t (l-fc°u 

N6-/f;l'-4- (3-^nn-4- (((/f/V7 5 7) #/l^xvW) 
75/) 7^/3^) -7- ((1 -/^/l/-4-t°-<y *J*V) / N=3r-» 

N6-/ ^/l^- 4- (3-^nn-4 - .(( (xf;^7 5 / ) #/I^xz ;V) 
7 5/ ) 7x/df-» -7- ((1 -/ -fcf^y i?>U) / ' hfrf) 

N- (4 - (6-^7/- 7 - (2 - / h^v^ h=¥-» -4 - =¥ / y /V) 
^-^riX- 2 -7/I^n y^^/k) -N' -y^7n7°PtVV7^7; 

N- (4- (6-i/7/-7- (3- ( 4 -^e/P* y / ) 7n /Jfdf >» - 
4-^/y/W -N' - (3— (/ =f-}V^)\<^~>V) 7 

4- (4- ((^/n7ntVU75 7) #A-/Jf— ;v) 75/7i/^) 
- 7 -/ Y*c*/- 6 -^/ y i^/l^^M^ h\ 

4- (3— "7/^13 — 4— ((2-7;^nxf/i/7 5/ ) ^/Ptf?—/]/) 
75/7x/dry) -7-/ h^r^-6-^/ y 5 K, 

N6- (2-^ h^^:x^/!/) - 4- (3-yna-4 - (((/^A-7 5 
/) %/U7$=./V) 75/) 7i/^-» - 7 -/ h=Srv-- 6 -3-/ y ^/L' 

4- (4- ( 3 - xf/W7 U-< K) -3-7;^n-7x/^) — 7 — 
/ h^-y^e/ y ^- 6 —XslsT&^fV T-yyY (2-->7/^^ 

JV) 7 5 K 
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N- (4 - (6 - (2-i/77xf/|/) fj jVs^j JV— 7 -7 V^r-y- 4 

— ^E-yy./v) ^^r^y- 2 -z7/u$-u ~7^=->v) -n' -^^c^nif^^i/ 

T 

6 7. VEGF l/ir^^ — ^r^-— ^P£$#J®^ N 

4- (3-^ n a - 4- (v-^ a^n fcVu-T ^ / ft ;Vi$=. ;v) 7;/7x/ 

- 7-7 h^v-- y ^ftJV^^% K, 

10 4-(3-^bb-4- (j^KT^ J ftjVif^jV) 75/7i/^rv / ) - 

7-7 h^i/- 6-^7 y ^^/V^=3ri7-^ h\ . 
N6-7 h^riX-4- (3-^ nn-4- ( ( (^^ P7°n t>7^ 7) 

^-^r^ 7) 37^7 3^)- 7-7 h^v-- y ^^7^^=¥-y-5: h\ 

4- (3-^nP-4- (^f;W7? 7 ;V) T 5: 7 7 7 ^vO - 

15 7-7 h^fv/- 6-=¥7 y ^^/^df-f-^ K&iU* 

N6-7 h^r^- 4- (3-^ n n - 4- ( ( (xf;U7^/) TJ/l^^^) 

20 #£^#lo 

6 8. VEGF — dp--^ ifFl^^S^ 4- (3-^nn-4- (7^n7n 

25 6 9. VEGF l^ir:/^— ^—ifpj^^ff^ 4- (3-^nn-4- (v-^n^n 
tVPT^ /ft;Vi$=-;V) 7$77iy^^) -7-7 h^riy-6-^7 y ^ft)V 

7 0. EGF Pfi*?£tt£W1~<5^Jf/^ EGF l/ir^^ — de^— ifpi^i^W-efeS, 
ff3^]S5 3~6 9 ©V^-ftb^^— JSt-fettOlS^M^o 
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7 1. EGF U±y p ^ — ^-r—^m.'0^M^. 

(1) 4- ( 3 -7 ci n - 4 — 7x^;U7 5 7 ) -7—7 b^is — 

6- (3- (4-^11/) yn/jf^r^-^-T-^y >h 

(2) 4- (3-xf^7x-;i/7^ 7) -6, 7 - IT* (2-7 h^rv- 

5 .. h^f-vo -df-t-y y >\ 

(3) N-[3-^nn-4-[ ( 3 - ^/l^n-'O' vv^) ^-^ix] :7;e~/l7] 
-6-[5-[[[2- /V) xf;k]7^/]^f^]77y- 
2-'f^]Wy>'-4-75y, 

(4) N-[4 — [N— ( 3 -7 nn-4-7;Vtn7i^) T 5: 7]- 7 - [3 
10 -(4 -^e/Wafc y =/V)/n^i/]^rt/!l >— 6 V ?VT 5 Y\ 

(5) (2E) — N— [4 — [ ( 3 -7. n n - 4 . — 7 n 7x^) 7^7] 

- 3-^7/- 7 h^ri7- 6 -3r7 y - 4 -• (v ? 7^/^T.^ 7 ) 

- 2 -7r>-7^ h\ ' ■ 

(6) [6- [4- [(4 -=^^;V\f^ v?^/- l 7^/1/] 7:x~/i7J 
15 -7H-t°on [2, 3- d] tf y 5 4 --f/17] - ((R) -1—7=. 

-/H^/I^) 75 7, 

(7) (E) -N- {4-[3-^na-4-'(2-tf!)^=^ h^vO T — 
!J7]-3-77/-7-ib^7-6-^/!J=;W -4- (^7^vKT 

20 5 7) -2-7ry7 5K 

.7 2. EGF — €P£#^K^^ 4- (3 - if -;V7x^7 5 

25 7) -6, 7-tf* (2 -7 b^=c h^7) U >\ fc'L 

7 3. EGF mm^^^-r^>^lW^K ijCEGF I^t7'^-»fc5 > ft*^5 
3 — 69 ©V vf ftd*— ^-fB^<7)B^#fiJ&^ 0 
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7 4. EGF Xs-fczf & 1zy3ci/~^y\ panitumumab N matuzuraab^ 
nimotuzumab, IMC-11F8 *3 £ Xfi MDX-447 falb ftSS^ hMIRZ tlZ>'J?t£ < t 

5 . Hifeaj^o 

7 6. EGF lffl.|ffett«r^r-t-S«jW*S. fet EGF 5, If ^ 53-69© 

7 7. *?&*fflBi|||J»afife«J'C*>S. fjt3fg5 3~7 6©v^fn 

10 7 8. (a) VEGF — ^-^—ifpi^K^ EGF pa#fg'|4?r^"-r-5#jMi: 

S^bil#l£tL3^&< i h lot, 

(b) vegf w-fe^^-^^— nm.mvon&^temmm&i®) t . 

15 SWEVEGF U-fe^— eRa**KdS,' 

— Jtt5£ ( I ) 

R 4 

I 

A x" Y Y N R 5 (» 
o 

K (I) Ate, 5£ 

R12 R13 

20 RMt 5£-V a -V 2 -V 3 V 1 fig^rX^r^TL"CV > '"C t> J; 

V>C 1 _ 6 T/VdrW^%#*f § ; v 2 te. J£*§-£\ ^tJE^-. fijtjtJK^ 
^/U^'-;H, ^;V7^^S V ^^*^S % — C ONR 6 —~X?l$tcStl 

s: - n r 6 c o - -e m £ ti z> m * it - n r 6 - -e m £ n z> m & m -r s 
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10 



15 



20 



25 



te, tK^J®^, g^^bTV^T^^C^eTVi/^v^ gitttr^Tb 
TV^-C^b <fcV^C 2 _ 6 T/l^~/I^ g^^^r^bTV^Tk J:V^C 2 _ 6 T/^'3r 
— gi&S&^r bTV^Tt <tv^C 3 _ 8 v^^ n7;^/H, g^^^riTb 

Tv^-ct> £i^c 6 _ 10 ry — s^s^b-T^-ct) £^5~ i oi^ 

S-CONV lU V 412 (:&4b V all te, tRsM^ g^&^bTV^ 

g^X^Wb-tv^-c^ £i^c 2 _ 6 T/i^~/i^ a^S^^L-rv^-c.^ J;v^ 

br^Tt J^3~ 1 OM^^^^xci^^:^^^^^ ; V al2 ii. tK 
HiM^ «^S^#b-CV^T^ ii/>C 1 . 6 7;^;H, g|«£r^b-CV^ 

iv^C 6 _ 10 7y-;^ g^X£Wb-Cv^t> J^5~l Ol^ra7!i 
— /V-S, gi&X£^f bTV^-Cb £l^3~ 1 Ol^ffS^rnf^S, tK^ 

iTbTV^t> J;v^ 2 _ 6 T/i^^/i^ fii^^^#b-cv^-ct £^c 2 _ 6 T 

^rb-C^-C , b£V^C 6 _ 10 7' y — /US; g^^^r^TbrVA-ct iV^5~ 1 0 

fl-^r CI T y — /I^g^S^ bTV ^ t> £ 3 ~ 1 0 S^^W^^^ H 



127 



WO 2007/015578 



PCT/JP2006/315698 



10 



15 
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LTV^T t> J; V 1 * 5 ~ l oS^fnjy — /^tM^tTV>tt J^3 



25 



R 8 ^ 




R 8 \ r, 




W 2 



W 1 

•i . 

R- 
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JiVn 
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SrWLTi^Tfc £^C 3 - S *y? nr;^;vi, ItMf Lxv^ttiv^c 

5 B&XSrWbTv^'b J:v^c 2 _ 7 7^S, giM^WLrv^ 

iv>c' 2 _ 7 T./i/=i^riyi7^^^/i/^^/ctt^:-coNv dl v d2 (^K v d 

10 /^/^£r;S#H-£ ; 

W^itfW 2 }*, ^ft^ftSKLTg^^L-WT^ iv^SfDR^* 

*T tt V t «fc V > C 2 _ 7 T *>/l"2£* Tcteg^X^il* V ^X h «fc V > C 2 _ 7 T 

^■b-rv^-ct £v^c 6 _ 10 ri; — gmx^L-ci^rk j^5~ i o 

l^foT!)- /i^gi&XSr^r b-cv^t £W3~1 oi^ffi^fn 

25 '^fP4&-e*)Sv MlE^y ho 

7 9. VEGF Hr:^* — ^ — ifPfi*^«£ra A/"e*5ftyW t % EGF PJ. ^ S?g'l4£• 
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— (I) 
R 4 

I 

A x" Y Y N R 5 O 
o 

[5£ (I) 4\ Afi- 5£ 




^)V~7 4 ^.;Vt^=.;V^^ CONR 6 — XM&Zh 

^-S0 2 NR 6 -1?t§ll5l, S-NR 6 S0 2 -t^§tL.Si, 
5£- N R 6 C O -X*m £ 1tltt- N R 6 - -<*$t £ nSS^t^tS 

(5£4\ r 6 ^^ fern ffi*. «ifea6Sr#b"rv>'rt.«tv>c 1 _ 6 T^^* 

tt, tK^^. «lftl£Sr^rb-CV^Tt>«):v^C 1 _ 6 T^^^ g&£3r*TL 

tv^t>iv^c 6 _ 10 7y-;^ gi&£3ril\L-CV^t> J;V^5~ 1 01^ 
fnry — /wasifcriflKftSSr^Tb-cvvrfc £V>3~1 Ol^ff^f 

s-coNv« n v ai2 v aii «, Tk^ii^ emx^^b-cv^-c 

ti^C^eT^^S, flKfeS«r^rixTV>Tt><fcv>c 2 _ a r/i"5r=/^ 
g^X^LTV^fe £V^C 2 _ 6 T/l^— g&S3r^i~ LTwr & J; 
C 3 _ 8 v^ P7/^/H, g^X^^UTV^T^ <tV^C 6 _ 10 7 y — /I^. 
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^UTVMTt) iv^3~ 1 Ol^M^rnS^S^ 7k 



R 1 Mi, Tkifflg^ 



& W b T V ^ X t> «fc V * C j _ 6 T / v =i ^ f £ * fc Ji fi 

SlrttTV v Tl) «fcV^C 2 _ 6 T 

^TL-cv> : ct>«tv>c e _ 10 r y — e&aSSr^rb-ci^Tt) iv^5~ l o 
R 1 2 fi, tK^M^-* filtS^t Lt v ^ t> «t v > c a l 6 T;v*c;vm 



v al3 fi. i 
A 1 Mi. g 



R 14 ji, 5£-v al4 -v a15 (5£>K v al4 fi. fcfitf/V'tf^/V' 



; v al Mi. TkStJK^ tK 



bTV^t>iv^C 2 _ 6 T7W7-~/^ 



b-CV^Tt>«fcV^C 3 _ 8 v'^ 



nr/i^/i^. tM^tb-cv^t)J:v^c 6 _ 10 7y — 7^S. ft&£3:^ 
LT^Tfc J^5~ 1 0 I^f n 7 'J' -;H,f ^Slrf bt V^t t> £V^3 
1 Ol^fl^rni^S, 7^/l v g^S^rltLtv^'bj;V^y 
C 1 .,7;^7^S, e&S&^TbTV^Tfc .fcV^-C ,_ 6 7^^ 
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5 . Yfi, ^ 




^^TbTV^Tt J:V^C 3 _ 8 >/^ ^T/P^r/l^S. g^^&^T bTV^T t> J: V^C 

t fcV^C 2 _ 7 7;^^dr^;^^-;^l^f c |j:^-CONV dl V d2 (iS'K V d 

R 4 te, tK^^, g&S&W b-cv^-tt> J^C^eTA^/I^ iilS' 
25 ^Tb-CV^-Cb iV^C 2 _ 6 T/K5m/i/S, ffi^£r#b-TV^Tt> iV^C 2 _ 6 T 
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^bTV^k £^C 2 _ 6 TA-^-~/I^ fi^^^bTV^^ J^C 2 _ 6 T 
^Tb-CV>T^ iV^C 6 _ 10 T y — ffl^^bTV^-C^ £l>5~ 1 0 

^ cry — s^mMfe^^ b-cv^T^j;^3~i o M#f^«^T- n 

8 0. EGFPJ.*?g'l4^^-i-?>^WifMS#--t-6/ife^, VEGF \s"ZZf? — 

BUfSVEGF Wi?^ — 3c1 -tfffljF&flffl^ 

(I) 

R 4 

A ^X" Y Y N "" r5 (') 
15 O 

[it ( I ) *K Att, it 

R S^Y^A 1 V 313 fi^A 11 ^ rf^N 

^O^^NT R 11 ^N^N^ N^nT 

R12 R 13 

. R 1 ^ ^-v x -v 2 -v 3 Crtf, vMifB^JE^^r bTv^Tt =fc 

20 ^^#^;l/S, x^-7^^7i/S> X/I/7ft~/l^, ^-CONR 6 -ti^^ 

51, A-S0 2 NR 6 --C*^ilSl, S-N'R 6 S0 2 -t*$^l5S, 

it- n r 6 c o £ tt5S£ fc teit- n r 6 --e^ £ ;ft3^£;lc5fcl-5 
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15 



20 



25 



=■ g^^Sr^rbTV^Tt &^C 3 - 9 is? nT;^/H, B&S£r^b 
"CV^TtJ:v^c 8 . 10 7!J-;wS, g^X^W bTv^t> £w 5 ~ l 01-^ 

s^-conv 811 v al2 (^tfi % v all «, zkStm-?, gmssriTb-c^-c 
fflH*Sr^rb-cv>-c i b«tv^c 2 _ 6 r/^^/^. Ri$i£«r*rb-c^-ck«fcv^ 

g^£&^b-CV^-Ct> J^5~ 1 Ol^ro7!J — tMWM^^ 

Lt^rt) «fcv^3~ l 0 ft^f S^f oiSS^f ; v al2 te. zk 

S^£^bTi^T^ J^C^eX/v^^^S^fc^mS^b-^ 
# bTv^t> J;v^c 2 _ 6 7vw<7-— /H, ft&S3:^"b-cv^fc.}:v , *c 2 _ 6 T 



^tttv^TtJ;v^C3_ 8 v^n7;^^ 



^rbTV^Tt> J^C 6 _ 10 T y — /l'S, S&SSr'W b"C V>T «£ 5 ~ 1 0 
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10 



15 



-T5 ; 

LT^T t> <£V^ 5 ~ 1 Ol^fnTy — ^^g^X&# LTVC t> cfc 3 



20 



25 



R 




W 2 



W 1 



R 

i 

N 



,1 




W N 

i . 

R" 



X 





> 



N 



R" 



g^^# Lt V^T t> J: C 2 _ 7 T vvl^S* 7c: J3g^S&^ LT V ^X t> £ 
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^/^ N g^S£^rLTV^-Ct> J;v^ 2 _ 7 T^/i^ m£M£^LTV^T% 

<tV>C 2 _ 7 T/^=i^r-^^^^— /l^S^7ci(i^:-CONV dl V d2 (i*^ V d 

g^yS^r^T LTV^Tt =fc V^C g.gV^ n T/^^/I^lU ff^S£ 
LT V >t h £ V ^ C 2 _ 7 T i/sumia tci-im^M^ LT V t> J: V ^ C 2 _ 7 T 

^TLTv^t> J;v^c 2 _ 6 T/W^^/^> g^S^r^T LTV^-cb <fcv^C 2 _ 6 T 

tLTV^'b<tV^C 6 _ 10 7y-/H, fi^S^tLTV^t £l>5~~ 1 O 
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MB231 DU145 A549 SKOV3 PC3 HCT116 HMV-1 A375 
MB468 AsPCl Lovo H526 DLD1 SEKI LOX 



EGFR 

EGFR 
pY1068 

EGFR 
pY1148 
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